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SECRETED AND TRANSMEMBRANE POLYPEPTIDES AND NUCLEIC ACIDS ENCODING THE 

SAME 

FIELD OF THE INVENTION 
The present invention relates generally to the identification and isolation of novel DNA and to the 
S recombinant production of novel polypeptides. 

BACKGROUND OF THE INVENTION 
Extracellular proteins play important roles in, among other things, the formation, differentiation and 
maintenance of muiticeliuiar organisms. The fate of many individual cells, e.g., proliferation, migration, 

10 differentiation, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted 
polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of 

15 action in the extracellular environment. 

Secreted proteins have various industrial applications, including as pharmaceuticals, diagnostics, 
biosensors and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, 
— interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. 
Their receptors, which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts 

20 are being undertaken by both industry and academia to identify new, native secreted proteins. Many efforts are 
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
secreted proteins. Examples of screening methods and techniques are described in the literature [see, for 
example, Klein et al., Proc. Natl. Acad. Sci. 93:7108-7113 (1996); U.S. Patent No. 5,536.637)]. 

Membrane-boimd proteins and receptors can play important roles in, among other things, the formation, 

25 differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g. , proliferation, 
migration, differentiation, or interaction with other cells, is typically governed by information received from 
other cells and/or the immediate environment. This information is often transmitted by secreted polypeptides 
(for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) which are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. 

30 Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor 
kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 
selectins and integrins. For instance, transduction of signals that regulate cell growth and differentiation is 
regulated in part by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze 
that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and 
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nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor inmiunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interactions. The membrane-botmd proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 
5 Efforts are being undertaken by both industry and academia to identify new, native receptor or 

membrane-bound proteins. Many efforts are focused on the screening of mammalian recombinant DN A libraries 
to identify the coding sequences for novel receptor or membrane-bound proteins. 

SUMMARY OF THE INVENTION 

10 In one embodiment, the invention provides an isolated nucleic acid molecule comprising a nucleotide 

sequence that encodes a PRO polypeptide. 

In one aspect, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80% nucleic acid sequence identity, alternatively at least about 81 % nucleic acid sequence identity, alternatively 
at least about 82% nucleic acid sequence identity, alternatively at least about 83% nucleic acid sequence identity, 

15 alternatively at least about 84% nucleic acid sequence identity, alternatively at least about 85% nucleic acid 
sequence identity, alternatively at least about 86% nucleic acid sequence identity, alternatively at least about 87 % 
nucleic acid sequence identity, alternatively at least about 88% nucleic acid sequence identity, alternatively at 
least about 89% nucleic acid sequence identity, alternatively at least about 90% nucleic acid sequence identity, 
alternatively at least about 91% nucleic acid sequence identity, alternatively at least about 92% nucleic acid 

20 sequence identity, alternatively at least about 93 % nucleic acid sequence identity, alternatively at least about 94 % 
nucleic acid sequence identity, alternatively at least about 95% nucleic acid sequence identity, alternatively at 
least about 96% nucleic acid sequence identity, alternatively at least about 97% nucleic acid sequence identity, 
alternatively at least about 98% nucleic acid sequence identity and alternatively at least about 99% nucleic acid 
sequence identity to (a) a DNA molecule encoding a PRO polypeptide having a full-length amino acid sequence 

25 as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a transmembrane protein, with or without the signal peptide, as disclosed herein or any other 
specifically defined fragment of the full-length amino acid sequence as disclosed herein, or (b) the complement 
of the DNA molecule of (a). 

In other aspects, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 

30 80% nucleic acid sequence identity, alternatively at least about 81 % nucleic acid sequence identity, alternatively 
at least about 82% nucleic acid sequence identity, alternatively at least about 83% nucleic acid sequence identity, 
alternatively at least about 84% nucleic acid sequence identity, alternatively at least about 85% nucleic acid 
sequence identity, alternatively at least about 86% nucleic acid sequence identity, alternatively at least about 87 % 
nucleic acid sequence identity, alternatively at least about 88% nucleic acid sequence identity, alternatively at 

35 least about 89% nucleic acid sequence identity, alternatively at least about 90% nucleic acid sequence identity, 
alternatively at least about 91 % nucleic acid sequence identity, alternatively at least about 92% nucleic acid 
sequence identity, alternatively at least about 93 % nucleic acid sequence identity, alternatively at least about 94 % 

2 
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nucleic acid sequence identity, alternatively at least about 95% nucleic acid sequence identity, alternatively at 
least about 96% nucleic acid sequence identity, alternatively at least about 97% nucleic acid sequence identity, 
alternatively at least about 98% nucleic acid sequence identity and alternatively at least about 99% nucleic acid 
sequence identity to (a) a DN A molecule comprising the coding sequence of a full-length PRO polypeptide cDN A 
as disclosed herein, the coding sequence of a PRO polypeptide lacking the signal peptide as disclosed herein, 
5 the coding sequence of an extracellular domain of a transmembrane PRO polypeptide, with or without the signal 
peptide, as disclosed herein or the coding sequence of any other specifically defined fragment of the fulMength 
amino acid sequence as disclosed herein, or (b) the complement of the DNA molecule of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising a nucleotide 
sequence having at least about 80% nucleic acid sequence identity, alternatively at least about 81 % nucleic acid 

10 sequence identity, alternatively at least about 82 % nucleic acid sequence identity, alternatively at least about 83 % 
nucleic acid sequence identity, alternatively at least about 84% nucleic acid sequence identity, alternatively at 
least about 85% nucleic acid sequence identity, alternatively at least about 86% nucleic acid sequence identity, 
alternatively at least about 87% nucleic acid sequence identity, alternatively at least about 88% nucleic acid 
sequence identity, alternatively at least about 89% nucleic acid sequence identity, alternatively at least about 90% 

15 nucleic acid sequence identity, alternatively at least about 91 % nucleic acid sequence identity, alternatively at 
least about 92% nucleic acid sequence identity, alternatively at least about 93% nucleic acid sequence identity, 
alternatively at least about 94% nucleic acid sequence identity, alternatively at least about 95% nucleic acid 
sequence identity, alternatively at least about 96% nucleic acid sequence identity, alternatively at least about 97% 
nucleic acid sequence identity, alternatively at least about 98% nucleic acid sequence identity and alternatively 

20 at least' about 99% nucleic acid sequence identity to (a) a DNA molecule that encodes the same mature 
polypeptide encoded by any of the human protein cDN As deposited with the ATCC as disclosed herein, or (b) 
the complement of the DNA molecule of (a). 

Another aspect the invention provides an isolated nucleic acid molecule comprising a nucleotide 
sequence encoding a PRO polypeptide which is either transmembrane domain-deleted or transmembrane domain- 

25 inactivated, or is complementary to such encoding nucleotide sequence, wherein the transmembrane domain(s) 
of such polypeptide are disclosed herein. Therefore, soluble extracellular domains of the herein described PRO 
polypeptides are contemplated. 

Another embodiment is directed to fragments of a PRO polypeptide coding sequence, or the complement 
thereof, that may find use as, for example, hybridization probes, for encoding fragments of a PRO polypeptide 

30 that may optionally encode a polypeptide comprising a binding site for an anti-PRO antibody or as antisense 
oligonucleotide probes. Such nucleic acid fragments are usually at least about 10 nucleotides in length, 
alternatively at least about 15 nucleotides in length, alternatively at least about 20 nucleotides in length, 
alternatively at least about 30 nucleotides in length, alternatively at least about 40 nucleotides in length, 
alternatively at least about 50 nucleotides in length, alternatively at least about 60 nucleotides in length, 

35 alternatively at least about 70 nucleotides in length, alternatively at least about 80 nucleotides in length, 
alternatively at least about 90 nucleotides in length, alternatively at least about 100 nucleotides in length, 
alternatively at least about 110 nucleotides in length, alternatively at least about 120 nucleotides in length. 
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alternatively at least about 130 nucleotides in lengthy alternatively at least about 140 nucleotides in length, 
alternatively at least about 150 nucleotides in length, alternatively at least about 160 nucleotides in length, 
alternatively at least about 170 nucleotides in length, alternatively at least about 180 nucleotides in length, 
alternatively at least about 190 nucleotides in length, alternatively at least about 200 nucleotides in length, 
alternatively at least about 250 nucleotides in length, alternatively at least about 300 nucleotides in length, 
5 alternatively at least about 350 nucleotides in length, alternatively at least about 400 nucleotides in length, 
alternatively at least about 450 nucleotides in length, alternatively at least about 500 nucleotides in length, 
alternatively at least about 600 nucleotides in length, alternatively at least about 700 nucleotides in length, 
alternatively at least about 800 nucleotides in length, alternatively at least about 900 nucleotides in length and 
alternatively at least about 1000 nucleotides in length, wherein in this context the term "about" means the 

10 referenced nucleotide sequence length plus or minus 10% of that referenced length. It is noted that novel 
fragments of a PRO poljrpeptide-encoding nucleotide sequence may be determined in a routine manner by 
aligning the PRO polypeptide-encoding nucleotide sequence with other known nucleotide sequences using any 
of a number of well known sequence alignment programs and determining which PRO polypeptide-encoding 
nucleotide sequence fragment(s) are novel. All of such PRO polypeptide-encoding nucleotide sequences are 

15 contemplated herein. Also contemplated are the PRO polypeptide fragments encoded by these nucleotide 
molecule fragments, preferably those PRO polypeptide fragments that comprise a binding site for an anti-PRO 
antibody. 

In another embodiment, the invention provides isolated PRO polypeptide encoded by any of the isolated 
nucleic acid sequences hereinabove identified. 

20 In a certain aspect, the invention concerns an isolated PRO polypeptide, comprising an amino acid 

^ sequence having at least about 80% amino acid sequence identity, alternatively at least about 81 % amino acid 
sequence identity, alternatively at least about 82% amino acid sequence identity, alternatively at least about 83 % 
amino acid sequence identity, alternatively at least about 84 % amino acid sequence identity, alternatively at least 
about 85% amino acid sequence identity, alternatively at least about 86% amino acid sequence identity, 

25 alternatively at least about 87% amino acid sequence identity, alternatively at least about 88% amino acid 
sequence identity, alternatively at least about 89% amino acid sequence identity, alternatively at least about 90% 
amino acid sequence identity, alternatively at least about 91 % amino acid sequence identity, alternatively at least 
about 92% amino acid sequence identity, alternatively at least about 93% amino acid sequence identity, 
alternatively at least about 94% amino acid sequence identity, alternatively at least about 95% amino acid 

30 sequence identity, alternatively at least about 96% amino acid sequence identity, alternatively at least about 97% 
amino acid sequence identity, alternatively at least about 98% amino acid sequence identity and alternatively at 
leaist about 99% amino acid sequence identity to a PRO polypeptide having a fiilMength amino acid sequence 
as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a transmembrane protein, with or without the signal peptide, as disclosed herein or any other 

35 specifically defined fragment of the full-length amino acid sequence as disclosed herein. 

In a further aspect, the invention concerns an isolated PRO polypeptide comprising an amino acid 
sequence having at least about 80% amino acid sequence identity, alternatively at least about 81 % amino acid 

4 
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sequence identity, alternatively at least about 82% amino acid sequence identity, alternatively at least about 83 % 
amino acid sequence identity, alternatively at least about 84% amino acid sequence identity, alternatively at least 
about 85% amino acid sequence identity, alternatively at least about 86% amino acid sequence identity, 
alternatively at least about 87% amino acid sequence identity, alternatively at least about 88% amino acid 
sequence identity, alternatively at least about 89% amino acid sequence identity, alternatively at least about 90% 
5 amino acid sequence identity . alternatively at least about 9 1 % amino acid sequence identity , alternatively at least 
about 92% amino acid sequence identity, alternatively at least about 93% amino acid sequence identity, 
alternatively at least about 94% amino acid sequence identity, alternatively at least about 95% amino acid 
sequence identity, alternatively at least about 96% amino acid sequence identity, alternatively at least about 97% 
amino acid sequence identity, alternatively at least about 98% amino acid sequence identity and alternatively at 

10 least about 99% amino acid sequence identity to an amino acid sequence encoded by any of the human protein 
cDNAs deposited with the ATCC as disclosed herein. 

In a specific aspect, the invention provides an isolated PRO polypeptide without the N-terminal signal 
sequence and/or the initiating methionine and is encoded by a nucleotide sequence that encodes such an amino 
acid sequence as hereinbefore described. Processes for producing the same are also herein described, wherein 

15 those processes comprise culturing a host cell comprising a vector which comprises the appropriate encoding 
nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and recovering the PRO 
polypeptide from the cell culture. 

Another aspect the invention provides an isolated PRO polypeptide which is either transmembrane 
domain-deleted-^r transmembrane domain-inactivated. Processes for producing the same are also herein 

20 described, wherein those processes comprise culturing a host cell comprising a vector which comprises the 
appropriate encoding nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and 
recovering the PRO pol3rpeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO polypeptide 
as defined herein. In a particular embodiment, the agonist or antagonist is an anti-PRO antibody or a small 

25 molecule. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists to a 
PRO polypeptide which comprise contacting the PRO polypeptide with a candidate molecule and monitoring a 
biological activity mediated by said PRO polypeptide. Preferably, the PRO polypeptide is a native PRO 
polypeptide. 

30 In a still further embodiment, the invention concerns a composition of matter comprising a PRO 

polypeptide, or an agonist or antagonist of a PRO polypeptide as herein described, or an anti-PRO antibody, in 
combination with a carrier. Optionally, the carrier is a pharmaceutically acceptable carrier. 

Another embodiment of the present invention is directed to the use of a PRO polypeptide, or an agonist 
or antagonist thereof as hereinbefore described, or an anti-PRO antibody, for the preparation of a medicament 

35 useful in the treatment of a condition which is responsive to the PRO polypeptide, an agonist or antagonist 
thereof or an anti-PRO antibody. 



5 
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In other embodiments of the present Invention, the invention provides vectors comprising DNA 
encoding any of the herein described polypeptides. Host cell comprising any such vector are also provided. By 
way of example, the host cells may be CHO cells, E, coli, or yeast. A process for producing any of the herein 
described polypeptides is further provided and comprises culmring host cells under conditions suitable for 
expression of the desired polypeptide and recovering the desired polypeptide from the cell culture. 
5 In other embodiments, the invention provides chimeric molecules comprising any of the herein described 

polypeptides fiised to a heterologous polypeptide or amino acid sequence. Example of such chimeric molecules 
comprise any of the herein described polypeptides fiised to an epitope tag sequence or a Fc region of an 
immunoglobulin. 

In another embodiment, the invention provides an antibody which binds, preferably specifically, to any 
10 of the above or below described polypeptides. Optionally, the antibody is a monoclonal antibody, humanized 
antibody, antibody fragment or single-chain antibody. 

In yet other embodiments, the invention provides oligonucleotide probes which may be useful for 
isolating genomic and cDNA nucleotide sequences, measuring or detecting expression of an associated gene or 
as antisense probes, wherein those probes may be derived from any of the above or below described nucleotide 
15 sequences. Preferred probe lengths are described above. 

In yet other embodiments, the present invention is directed to methods of using the PRO polypeptides 
of the present invention for a variety of uses based upon the functional biological assay data presented in the 
Examples below. 

20 BRIEF DESCRIPTION OF THE DRAWINGS 

Figure 1 shows a nucleotide sequence (SEQ ID NO:l) of a native sequence PR0177 cDNA, wherein 
SEQ ID NO:l is a clone designated herein as •*DNA16438-1387". 

Figure 2 shows the amino acid sequence (SEQ ID NO:2) derived from the coding sequence of SEQ ID 
NO:l shown in Figure 1, 

25 Figure 3 shows a nucleotide sequence (SEQ ID NO: 3) of a native sequence PR03574 cDNA, wherein 

SEQ ID NO:3 is a clone designated herein as "DNA 19360-2552". 

Figure 4 shows the amino acid sequence (SEQ ID NO:4) derived from the coding sequence of SEQ ID 
NO:3 shown in Figure 3. 

Figure 5 shows a nucleotide sequence (SEQ ID NO:5) of a native sequence PRO1280 cDNA, wherein 
30 SEQ ID NO:5 is a clone designated herein as "DNA33455-1548". 

Figure 6 shows the amino acid sequence (SEQ ID NO:6) derived from the coding sequence of SEQ ID 
NO; 5 shown in Figure 5. 

Figure 7 shows a nucleotide sequence (SEQ ID NO:7) of a native sequence PR04984 cDNA, wherein 
SEQ ID NO:7 is a clone designated herein as "DNA37155-265r . 
35 Figure 8 shows the amino acid sequence (SEQ ID NO: 8) derived from the coding sequence of SEQ ID 

NO:7 shown in Figure 7. 



6 
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Figure 9 shows a nucleotide sequence (SEQ ID NO:9) of a native sequence PR04988 cDNA, wherein 
SEQ ID NO:9 is a clone designated herein as "DNA38269-2654". 

Figure 10 shows the amino acid sequence (SEQ ID NO: 10) derived from the coding sequence of SEQ 
ID NO:9 shown in Figure 9. 

Figure 1 1 shows a nucleotide sequence (SEQ ID NO: 1 1) of a native sequence PRO305 cDNA, wherein 
5 SEQ ID NO: 1 1 is a clone designated herein as "DNA40619-1220" . 

Figure 12 shows the amino acid sequence (SEQ ID NO: 12) derived from the coding sequence of SEQ 
ID NO: 11 shown in Figure 11. 

Figure 13 shows a nucleotide sequence (SEQ ID NO: 13) of a native sequence PR01866 cDNA, wherein 
SEQ ID NO: 13 is a clone designated herein as "DNA44 174-25 13". 
10 Figure 14 shows the amino acid sequence (SEQ ID NO: 14) derived from the coding sequence of SEQ 

ID NO: 13 shown in Figure 13. 

Figure 15 shows a nucleotide sequence (SEQ ID NO: 15) of a native sequence PR04996 cDNA, wherein 
SEQ ID NO: 15 is a clone designated herein as "DNA44675-2662". 

Figure 16 shows the amino acid sequence (SEQ ID NO: 16) derived from the coding sequence of SEQ 
15 ID NO: 15 shown in Figure 15. 

Figure 17 shows a nucleotide sequence (SEQ ID NO: 17) of a native sequence PRO4406 cDNA, wherein 
SEQ ID NO: 17 is a clone designated herein as "DNA45408-2615". 

Figure 18 shows the amino acid sequence (SEQ ID NO: 18) derived from the coding sequence of SEQ 
ID NO: 17 shown in Figure 17. 
20 Figure 19 shows a nucleotide sequence (SEQ ID NO: 19) of a native sequence PROl 120 cDNA, wherein 

SEQ ID NO: 19 is a clone designated herein as ''DNA48606-1479". 

Figure 20 shows the amino acid sequence (SEQ ID NO:20) derived from the coding sequence of SEQ 
ID NO: 19 shown in Figure 19. 

Figure 2 1 shows a nucleotide sequence (SEQ ID NO:21) of a native sequence PRO4990 cDNA, wherein 
25 SEQ ID NO:21 is a clone designated herein as ''DNA52753-2656". 

Figure 22 shows the amino acid sequence (SEQ ID NO:22) derived from the coding sequence of SEQ 
ID NO:21 shown in Figure 21. 

Figure 23 shows a nucleotide sequence (SEQ ID NO:23) of a native sequence PR0738 cDNA, wherein 
SEQ ID NO:23 is a clone designated herein as "DNA53915-1258\ 
30 Figure 24 shows the amino acid sequence (SEQ ID NO;24) derived from the coding sequence of SEQ 

ID NO: 23 shown in Figure 23. 

Figure 25 shows a nucleotide sequence (SEQ ID NO:25) of a native sequence PR03577 cDNA, wherein 
SEQ ID NO:25 is a clone designated herein as "DNA53991-2553". 

Figure 26 shows the amino acid sequence (SEQ ID NO:26) derived from the coding sequence of SEQ 
35 ID NO:25 shown in Figure 25. 

Figure 27 shows a nucleotide sequence (SEQ ID NO:27) of a native sequence PR01879 cDNA, vdierein 
SEQ ID NO:27 is a clone designated herein as "DNA54009-2517*. 

7 
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Figure 28 shows the amino acid sequence (SEQ ID NO:28) derived from the coding sequence of SEQ 
ID NO:27 shown in Figure 27. 

Figure 29 shows a nucleotide sequence (SEQ ID NO:29) of a native sequence PR0147 1 cDNA, wherein 
SEQ ID NO:29 is a clone designated herein as "DNA56055-1643". 

Figure 30 shows the amino acid sequence (SEQ ID NO:30) derived from the coding sequence of SEQ 
5 ID NO: 29 shown in Figure 29. 

Figure 3 1 shows a nucleotide sequence (SEQ ID NO:31) of a native sequence PROl 1 14 cDNA, wherein 
SEQ ID NO:31 is a clone designated herein as "DNA57033-1403". 

Figure 32 shows the amino acid sequence (SEQ ID NO:32) derived from the coding sequence of SEQ 
ID NO:31 shown in Figure 31. 
10 Figure 33 shows a nucleotide sequence (SEQ ID NO:33) of a native sequence PRO1076 cDNA, wherein 

SEQ ID NO:33 is a clone designated herein as •'DNA57252-1453". 

Figure 34 shows the amino acid sequence (SEQ ID NO:34) derived from the coding sequence of SEQ 
ID NO:33 shown in Figure 33. 

Figure 35 shows a nucleotide sequence (SEQ ID NO:35) of a native sequence PR01483 cDNA, wherein 
15 SEQ ID NO:35 is a clone designated herein as "DNA5 8799- 1652". 

Figure 36 shows the amino acid sequence (SEQ ID NO:36) derived from the coding sequence of SEQ 
ID NO:35 shovm in Figure 35. 

Figure 37 shows a nucleotide sequence (SEQ ID NO: 37) of a native sequence PR04985 cDNA, wherein 
SEQ ID NO:37-is a clone designated herein as '•DNA59770-2652". 
20 Figure 38 shows the amino acid sequence (SEQ ID NO:38) derived from the coding sequence of SEQ 

ID NO:37 shown in Figure 37. 

Figure 39 shows a nucleotide sequence (SEQ ID NO:39) of a native sequence PRO5000 cDNA, wherein 
SEQ ID NO:39 is a clone designated herein as "DNA59774-2665". 

Figure 40 shows the amino acid sequence (SEQ ID NO:40) derived from the coding sequence of SEQ 
25 ID NO:39 shown in Figure 39. 

Figure 4 1 shows a nucleotide sequence (SEQ ID NO:41) of a native sequence PR01881 cDNA, wherein 
SEQ ID NO:41 is a clone designated herein as "DNA60281-2518". 

Figure 42 shows the amino acid sequence (SEQ ID NO:42) derived from the coding sequence of SEQ 
ID NO:41 shown in Figure 41. 
30 Figure 43 shows a nucleotide sequence (SEQ ID NO:43) of a native sequence PR04314 cDNA, wherein 

SEQ ID NO:43 is a clone designated herein as "DNA60736-2559". 

Figure 44 shows the amino acid sequence (SEQ ID NO:44) derived from the coding sequence of SEQ 
ID NO:43 shown in Figure 43. 

Figure 45 shows a nucleotide sequence (SEQ ID NO:45) of a native sequence PR04987 cDNA, wherein 
35 SEQ ID NO:45 is a clone designated herein as **DNA6 1875-2653". 

Figure 46 shows the amino acid sequence (SEQ ID NO:46) derived from the coding sequence of SEQ 
ID NO:45 shown in Figure 45. 
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Figure 47 shows a nucleotide sequence (SEQ ID NO:47) of a native sequence PR043 13 cDN A, wherein 
SEQ ID NO:47 is a clone designated herein as "DNA623 12-2558". 

Figure 48 shows the amino acid sequence (SEQ ID NO:48) derived from the coding sequence of SEQ 
ID NO:47 shown in Figure 47. 

Figure 49 shows a nucleotide sequence (SEQ ID NO:49) of a native sequence PR04799 cDNA. wherein 
5 SEQ ID NO:49 is a clone designated herein as -DNA62849-1604". 

Figure 50 shows the amino acid sequence (SEQ ID NO: 50) derived from the coding sequence of SEQ 
ID NO:49 shown in Figure 49. 

Figure 5 1 shows a nucleotide sequence (SEQ ID NO:5 1) of a native sequence PR04995 cDNA, wherein 
SEQ ID NO:51 is a clone designated herein as "DNA66307-266r. 
10 Figure 52 shows the amino acid sequence (SEQ ID NO:52) derived from the coding sequence of SEQ 

ID NO: 51 shown in Figure 51, 

Figure 53 shows a nucleotide sequence (SEQ ID NO:53) of a native sequence PR01341 cDNA, wherein 
SEQ ID NO:53 is a clone designated herein as "DNA66677-2535\ 

Figure 54 shows the amino acid sequence (SEQ ID NO:54) derived from the coding sequence of SEQ 
15 ID NO:53 shown in Figure 53. 

Figure 55 shows a nucleotide sequence (SEQ ID NO:55) of a native sequence PR01777 cDN A, wherein 
SEQ ID NO:55 is a clone designated herein as "DNA71235-1706". 

Figure 56 shows the amino acid sequence (SEQ ID NO:56) derived from the coding sequence of SEQ 
ID NO: 55 shown in Figure 55. 
20 Figure 57 shows a nucleotide sequence (SEQ ID NO: 57) of a native sequence PRO3580 cDNA, wherein 

SEQ ID NO:57 is a clone designated herein as "DNA71289-2547". 

Figure 58 shows the amino acid sequence (SEQ ID NO:58) derived from the coding sequence of SEQ 
ID NO:57 shown in Figure 57. 

Figure 59 shows a nucleotide sequence (SEQ ID NO:59) of a native sequence PR01779 cDNA, wherein 
25 SEQ ID NO:59 is a clone designated herein as "DNA73775-1707". 

Figure 60 shows the amino acid sequence (SEQ ID NO:60) derived from the coding sequence of SEQ 
ID NO:59 shown in Figure 59. 

Figure 61 shows a nucleotide sequence (SEQ ID NO:61) of a native sequence PR01754 cDNA, wherein 
SEQ ID NO:61 is a clone designated herein as "DNA76385-1692". 
30 Figure 62 shows the amino acid sequence (SEQ ID NO:62) derived from the coding sequence of SEQ 

ID NO:61 shown in Figure 61. 

Figure 63 shows a nucleotide sequence (SEQ ID NO :63) of a native sequence PRO 1 906 cDN A, wherein 
SEQ ID NO:63 is a clone designated herein as "DNA76395-2527". 

Figure 64 shows the amino acid sequence (SEQ ID NO:64) derived from the coding sequence of SEQ 
35 ID NO:63 shown in Figure 63. 

Figure 65 shows a nucleotide sequence (SEQ ID NO:65) of a native sequence PROl 870 cDNA, wherein 
SEQ ID NO:65 is a clone designated herein as "DNA77622-2516\ 
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Figure 66 shows the amino acid sequence (SEQ ID NO:66) derived from the coding sequence of SEQ 
ID NO:65 shown in Figure 65. 

Figure 67 shows a nucleotide sequence (SEQ ID NO:67) of a native sequence PR04329 cDN A, wherein 
SEQ ID NO:67 is a clone designated herein as "DNA77629-2573\ 

Figure 68 shows the amino acid sequence (SEQ ID NO:68) derived from the coding sequence of SEQ 
5 ID NO:67 shown in Figure 67. 

Figure 69 shows a nucleotide sequence (SEQ ID NO: 69) of a native sequence PR04979 cDN A, wherein 
SEQ ID NO:69 is a clone designated herein as "DNA77645-2648\ 

Figure 70 shows the amino acid sequence (SEQ ID NO:70) derived from the coding sequence of SEQ 
ID NO:69 shown in Figure 69. 
10 Figure 71 shows a nucleotide sequence (SEQ ID NO:71) of a native sequence PR01885 cDNA, wherein 

SEQ ID NO:71 is a clone designated herein as "DNA79302-252r. 

Figure 72 shows the amino acid sequence (SEQ ID NO:72) derived from the codmg sequence of SEQ 
ID NO:71 shown in Figure 71. 

Figure 73 shows a nucleotide sequence (SEQ ID NO:73) of a native sequence PR01882 cDNA, wherein 
15 SEQ ID NO:73 is a clone designated herein as "DNA79865-2519". 

Figure 74 shows the amino acid sequence (SEQ ID NO:74) derived from the coding sequence of SEQ 
ID NO:73 shown in Figure 73. 

Figure 75 shows a nucleotide sequence (SEQ ID NO:75) of a native sequence PR04989 cDNA, wherein 
SEQ ID NO:75 is a clone designated herein as "DNA80135-2655". 
20 Figure 76 shows the amino acid sequence (SEQ ID NO:76) derived from the coding sequence of SEQ 

ID NO:75 shown in Figure 75. 

Figure 77 shows a nucleotide sequence (SEQ ID NO: 77) of a native sequence PR04323 cDNA, wherein 
SEQ ID NO:77 is a clone designated herein as "DNA80794-2568". 

Figure 78 shows the amino acid sequence (SEQ ID NO:78) derived from the coding sequence of SEQ 
25 ID NO:77 shown in Figure 77. 

Figure 79 shows a nucleotide sequence (SEQ ID NO:79) of a native sequence PR01886 cDNA, wherein 
SEQ ID NO:79 is a clone designated herein as "DNA80796-2523". 

Figure 80 shows the amino acid sequence (SEQ ID NO:80) derived from the coding sequence of SEQ 
ID NO:79 shown in Figure 79. 
30 Figure 81 shows a nucleotide sequence (SEQ ID NO:81) of a native sequence PR04395 cDNA. wherein 

SEQ ID NO:81 is a clone designated herein as "DNA80840-2605". 

Figure 82 shows the amino acid sequence (SEQ ID NO: 82) derived from the coding sequence of SEQ 
ID NO:81 shown in Figure 81. 

Figure 83 shows a nucleotide sequence (SEQ ID NO:83) of a native sequence PR01782 cDNA, wherein 
35 SEQ ID NO:83 is a clone designated herein as "DNA80899-2501 

Figure 84 shows the amino acid sequence (SEQ ID NO:84) derived from the coding sequence of SEQ 
ID NO:83 shown in Figure 83. 

10 
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Figure 85 shows a nucleotide sequence (SEQ ID NO:85) of a native sequence PR04338 cDNA, wherein 
SEQ ID NO:85 is a clone designated herein as "DNA8 1228-2580", 

Figure 86 shows the amino acid sequence (SEQ ID NO:86) derived from the coding sequence of SEQ 
ID NO:85 shown in Figure 85. 

Figure 87 shows a nucleotide sequence (SEQ ID NO:87) of a native sequence PR04341 cDNA, wherein 
5 SEQ ID NO:87 is a clone designated herein as "DNA81761-2583". 

Figure 88 shows the amino acid sequence (SEQ ID NO:88) derived from the coding sequence of SEQ 
ID NO: 87 shown in Figure 87. 

Figure 89 shows a nucleotide sequence (SEQ ID NO:89) of a native sequence PRO5990 cDNA, wherein 
SEQ ID NO:89 is a clone designated herein as -DNA96042-2682". 
10 Figure 90 shows the amino acid sequence (SEQ ID NO:90) derived from the coding sequence of SEQ 

ID NO:89 shown in Figure 89. 

Figure 91 shows a nucleotide sequence (SEQ ID NO:91 ) of a native sequence PR03438 cDNA, wherein 
SEQ ID NO:91 is a clone designated herein as "DNA82364-2538". 

Figure 92 shows the amino acid sequence (SEQ ID NO:92) derived from the coding sequence of SEQ 
- 15 ID NO:91 shown in Figure 91 . 

Figure 93 shows a nucleotide sequence (SEQ ID NO:93) of a native sequence PR0432I cDNA, wherein 
SEQ ID NO:93 is a clone designated herein as "DNA82424-2566". 

Figure 94 shows the amino acid sequence (SEQ ID NO:94) derived from the coding sequence of SEQ 
ID NO:93 shown in Figure 93. 
20 Figure 95 shows a nucleotide sequence (SEQ ID NO:95) of a native sequence PRO4304 cDNA, wherein 

SEQ ID NO:95 is a clone designated herein as "DNA82430-2557", 

Figure 96 shows the amino acid sequence (SEQ ID NO:96) derived from the coding sequence of SEQ 
ID NO:95 shown in Figure 95. 

Figure 97 shows a nucleotide sequence (SEQ ID NO:97) of a native sequence PRO 1801 cDNA, wherein 
25 SEQ ID NO:97 is a clone designated herein as "DNA83500-2506". 

Figure 98 shows the amino acid sequence (SEQ ID NO:98) derived from the coding sequence of SEQ 
ID NO:97 shown in Figure 97. 

Figure 99 shows a nucleotide sequence (SEQ ID NO:99) of a native sequence PRO4403 cDNA, wherein. 
SEQ ID NO:99 is a clone designated herein as "DNA83 509-26 12". 
30 Figure 100 shows the amino acid sequence (SEQ ID NO: 100) derived from the coding sequence of SEQ 

ID NO:99 shown in Figure 99. 

Figure 101 shows a nucleotide sequence (SEQ ID NO: 101) of a native sequence PR04324 cDNA, 
wherein SEQ ID NO: 101 is a clone designated herein as "DNA83560-2569". 

Figure 102 shows the amino acid sequence (SEQ ID NO: 102) derived from the coding sequence of SEQ 
35 ID NO:101 shown in Figure 101 . 

Figure 103 shows a nucleotide sequence (SEQ ID NO: 103) of a native sequence PRO4303 cDNA, 
wherein SEQ ID NO: 103 is a clone designated herein as ''DNA841 39-2555 \ 

11 
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Figure 1 04 shows the amino acid sequence (SEQ ID NO: 104) derived from the coding sequence of SEQ 
ID NO: 103 shown in Figure 103. 

Figure 105 shows a nucleotide sequence (SEQ ID NO: 105) of a native sequence PRO4305 cDNA, 
wherein SEQ ID NO: 105 is a clone designated herein as "DNA84141-2556". 

Figure 106 shows the amino acid sequence (SEQ ID NO: 106) derived from the codmg sequence of SEQ 
5 ID NO: 105 shown in Figure 105. 

Figure 107 shows a nucleotide sequence (SEQ ID NO: 107) of a native sequence PRO4404 cDNA, 
wherein SEQ ID NO:107 is a clone designated herein as "DNA84142-2613". 

Figure 108 shows the amino acid sequence (SEQ ID NO: 108) derived from the coding sequence of SEQ 
ID NO: 107 shown in Figure 107. 
10 Figure 109 shows a nucleotide sequence (SEQ ID NO:109) of a native sequence PR01884 cDNA. 

wherein SEQ ID NO: 109 is a clone designated herein as **DNA84318-2520". 

Figure 110 shows the amino acid sequence (SEQ ID NO: 1 10) derived from the coding sequence of SEQ 
ID NO: 109 shown in Figure 109. 

Figure 111 shows a nucleotide sequence (SEQ ID NO: 111) of a native sequence PR04349 cDNA, 
15 wherein SEQ ID NO: 11 1 is a clone designated herein as "DN A84909-2590" . 

Figure 1 12 shows the amino acid sequence (SEQ ID NO: 1 12) derived from the coding sequence of SEQ 
ID NO: 1 1 1 shown in Figure 111. 

Figure 113 shows a nucleotide sequence (SEQ ID NO: 113) of a native sequence PRO4401 cDNA, 
wherein SEQ ID NO: 1 13 is a clone designated herein as "DNA84912-2610". 
20 Figure 1 14 shows the amino acid sequence (SEQ ID NO: 1 14) derived from the coding sequence of SEQ 

ID NO: 1 13 shown in Figure 1 13. 

Figure 115 shows a nucleotide sequence (SEQ ID NO: 115) of a native sequence PR01867 cDNA, 
wherein SEQ ID NO: 115 is a clone designated herein as "DNA84925-2514". 

Figure 1 16 shows the amino acid sequence (SEQ ID NO: 1 16) derived from die coding sequence of SEQ 
25 ID NO:115 shown in Figure 115. 

Figure 117 shows a nucleotide sequence (SEQ ID NO:117) of a native sequence PR04319 cDNA, 
wherein SEQ ID NO:l 17 is a clone designated herein as "DNA84928-2564", 

Figure 1 1 8 shows the amino acid sequence (SEQ ID NO: 1 18) derived from die coding sequence of SEQ 
ID NO: 117 shown in Figure 117. 
30 Figure 119 shows a nucleotide sequence (SEQ ID NO: 119) of a native sequence PR04991 cDNA, 

wherein SEQ ID NO: 119 is a clone designated herein as "DNA84932-2657". 

Figure 1 20 shows the amino acid sequence (SEQ ID NO: 1 20) derived from the coding sequence of SEQ 
ID NO: 119 shown in Figure 119. 

Figure 121 shows a nucleotide sequence (SEQ ID NO: 121) of a native sequence PR04398 cDNA, 
35 wherein SEQ ID NO: 121 is a clone designated herein as "DNA86592-2607". 

Figure 122 shows the amino acid sequence (SEQ ID NO: 122) derived from the coding sequence of SEQ 
ID NO: 121 shown in Figure 121. 

12 



BNSDOCID: <WO ^0140466A2J_> 



wo 01/40466 PCT/USOO/32678 

Figure 123 shows a nucleotide sequence (SEQ ID NO: 123) of a native sequence PR04346 cDNA, 
wherein SEQ ID NO:123 is a clone designated herein as "DNA86594-2587". 

Figure 124 shows the amino acid sequence (SEQ ID NO: 124) derived from the coding sequence of SEQ 
ID NO: 123 shown in Figure 123. 

Figure 125 shows a nucleotide sequence (SEQ ID NO: 125) of a native sequence PRO4350 cDNA, 
5 wherein SEQ ID NO: 125 is a clone designated herein as "DNA86647-259r. 

Figure 126 shows the amino acid sequence (SEQ ID NO: 126) derived from the coding sequence of SEQ 
ID NO: 125 shown in Figure 125, 

Figure 127 shows a nucleotide sequence (SEQ ID NO: 127) of a native sequence PR04318 cDNA. 
wherein SEQ ID NO: 127 is a clone designated herein as "DNA87185-2563". 
10 Figure 128 shows the amino acid sequence (SEQ ID NO: 128) derived from the coding sequence of SEQ 

ID NO: 127 shown in Figure 127. 

Figure 129 shows a nucleotide sequence (SEQ ID NO: 129) of a native sequence PRO4340 cDNA, 
wherein SEQ ID NO: 129 is a clone designated herein as "DNA87656-2582", 

Figure 130 shows the amino acid sequence (SEQ ID NO: 130) derived from the coding sequence of SEQ 
15 ID NO: 129 shown in Figure 129. 

Figure 131 shows a nucleotide sequence (SEQ ID NO: 131) of a native sequence PRO4400 cDNA, 
wherein SEQ ID NO: 131 is a clone designated herein as "DNA87974-2609", 

Figure 132 shows the amino acid sequence (SEQ ID NO: 132) derived from the coding sequence of SEQ 
ID NO: 131 shown in Figure 131. 
20 Figure 133 shows a nucleotide sequence (SEQ ID NO: 133) of a native sequence PRO4320 cDNA, 

wherein SEQ ID NO:133 is a clone designated herein as "DNA8800 1-2565". 

Figure 134 shows the amino acid sequence (SEQ ID NO: 134) derived from the coding sequence of SEQ 
ID NO: 133 shown in Figure 133. 

Figure 135 shows a nucleotide sequence (SEQ ID NO: 135) of a native sequence PRO4409 cDNA, 
25 wherein SEQ ID NO: 135 is a clone designated herein as "DNA88004-2575" . 

Figure 136 shows the amino acid sequence (SEQ ID NO: 136) derived from the coding sequence of SEQ 
ID NO: 135 shown in Figure 135. 

Figure 137 shows a nucleotide sequence (SEQ ID NO: 137) of a native sequence PR04399 cDNA, 
wherein SEQ ID NO: 137 is a clone designated herein as "DNA 89220-2608". 
30 Figure 138 shows the amino acid sequence (SEQ ID NO: 138) derived from the coding sequence of SEQ 

ID NO: 137 shown in Figure 137. 

Figure 139 shows a nucleotide sequence (SEQ ID NO: 139) of a native sequence PR04418 cDNA, 
wherein SEQ ID NO: 139 is a clone designated herein as "DNA89947-2618\ 

Figure 140 shows the amino acid sequence (SEQ ID NO: 140) derived from the coding sequence of SEQ 
35 ID NO : 1 39 shown in Figure 1 39. 

Figure 141 shows a nucleotide sequence (SEQ ID NO: 141) of a native sequence PRO4330 cDNA, 
wherein SEQ ID NO: 141 is a clone designated herein as "DNA90842-2574". 

13 
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Figure 142 shows the amino acid sequence (SEQ ID NO: 142) derived from the coding sequence of SEQ 
ID NO: 141 shown in Figure 141. 

Figure 143 shows a nucleotide sequence (SEQ ID NO: 143) of a native sequence PR04339 cDNA, 
wherein SEQ ID NO: 143 is a clone designated herein as "DNA9 1775-2581". 

Figure 144 shows the amino acid sequence (SEQ ID NO: 144) derived from the coding sequence of SEQ 
5 ID NO: 143 shown in Figure 143. 

Figure 145 shows a nucleotide sequence (SEQ ID NO: 145) of a native sequence PR04326 cDNA. 
wherein SEQ ID NO: 145 is a clone designated herein as "DNA91779-2571 

Figure 146 shows the amino acid sequence (SEQ ID NO: 146) derived from the coding sequence of SEQ 
ID NO: 145 shown in Figure 145. 
10 Figure 147 shows a nucleotide sequence (SEQ ID NO: 147) of a native sequence PRO6014 cDNA, 

wherein SEQ ID NO: 147 is a clone designated herein as "DNA922 17-2697". 

Figure 148 shows the amino acid sequence (SEQ ID NO: 148) derived from the coding sequence of SEQ 
ID NO: 147 shown in Figure 147. 

Figure 149 shows a nucleotide sequence (SEQ ID NO: 149) of a native sequence PR03446 cDNA, 
15 wherein SEQ ID NO: 149 is a clone designated herein as "DNA922 19-2541 " . 

Figure 150 shows the amino acid sequence (SEQ ID NO: 150) derived from the coding sequence of SEQ 
ID NO: 149 shown in Figure 149. 

Figure 151 shows a nucleotide sequence (SEQ ID NO: 151) of a native sequence PR04322 cDNA, 
wherein SEQ ID NO: 151 is a clone designated herein as "DNA92223-2567\ 
20 Figure 152 shows the amino acid sequence (SEQ ID NO: 152) derived from the coding sequence of SEQ 

ID NO: 1 5 1 shown in Figure 151. 

Figure 153 shows a nucleotide sequence (SEQ ID NO: 153) of a native sequence PR04381 cDNA, 
wherein SEQ ID NO: 153 is a clone designated herein as "DNA92225-2603\ 

Figure 154 shows the amino acid sequence (SEQ ID NO: 1 54) derived from the coding sequence of SEQ 
25 ID NO: 153 shown in Figure 1 53. 

Figure 155 shows a nucleotide sequence (SEQ ID NO: 155) of a native sequence PR04348 cDNA, 
wherein SEQ ID NO: 155 is a clone designated herein as "DNA92232-2589". 

Figure 156 shows the amino acid sequence (SEQ ID NO: 156) derived from the coding sequence of SEQ 
ID NO: 155 shown in Figure 155. 
30 Figure 157 shows a nucleotide sequence (SEQ ID NO: 157) of a native sequence PR04371 cDNA, 

wherein SEQ ID NO: 157 is a clone designated herein as "DNA92233-2599". 

Figure 1 58 shows the amino acid sequence (SEQ ID NO: 158) derived from the coding sequence of SEQ 
ID NO: 157 shown in Figure 157. 

Figure 159 shows a nucleotide sequence (SEQ ID NO: 159) of a native sequence PR03742 cDNA, 
35 wherein SEQ ID NO: 159 is a clone designated herein as "DNA92243-2549\ 

Figure 1 60 shows the amino acid sequence (SEQ ID NO: 160) derived from the coding sequence of SEQ 
ID NO:159 shown in Figure 159. 

14 
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Figure 161 shows a nucleotide sequence (SEQ ID NO: 161) of a native sequence PR05773 cDNA, 
wherein SEQ ID NO: 161 is a clone designated herein as "DNA92253-2671". 

Figure 162 shows the amino acid sequence (SEQ ID NO: 162) derived from the coding sequence of SEQ 
ID NO: 161 shown in Figure 161. 

Figure 163 shows a nucleotide sequence (SEQ ID NO: 163) of a native sequence PR05774 cDNA, 
5 wherein SEQ ID NO: 163 is a clone designated herein as "DNA92254-2672". 

Figure 1 64 shows the amino acid sequence (SEQ ID NO: 1 64) derived from the coding sequence of SEQ 
ID NO: 163 shown in Figure 163. 

Figure 165 shows a nucleotide sequence (SEQ ID NO: 165) of a native sequence PR04343 cDNA, 
wherein SEQ ID NO: 165 is a clone designated herein as "DNA92255-2584". 
10 Figure 166 shows the amino acid sequence (SEQ ID NO: 166) derived from the coding sequence of SEQ 

ID NO: 165 shown in Figure 165. 

Figure 167 shows a nucleotide sequence (SEQ ID NO: 167) of a native sequence PR04325 cDNA, 
wherein SEQ ID NO: 167 is a clone designated herein as "DNA92269-2570". 

Figure 168 shows the amino acid sequence (SEQ ID NO: 168) derived from the coding sequence of SEQ 
15 ID NO: 167 shown in Figure 167. 

Figure 169 shows a nucleotide sequence (SEQ ID NO: 169) of a native sequence PR04347 cDNA, 
wherein SEQ ID NO: 169 is a clone designated herein as "DNA92288-2588". 

Figure 170 shows the amino acid sequence (SEQ ID NO: 170) derived from the coding sequence of SEQ 
ID NO: 169 shown in Figure 169. 
20 Figure 171 shows a nucleotide sequence (SEQ ID NO: 171) of a native sequence PR03743 cDNA, 

wherein SEQ ID NO: 171 is a clone designated herein as "DNA92290-2550". 

Figure 172 shows the amino acid sequence (SEQ ID NO: 172) derived from the coding sequence of SEQ 
ID NO: 171 shown in Figure 171. 

Figure 173 shows a nucleotide sequence (SEQ ID NO: 173) of a native sequence PR04426 cDNA, 
25 wherein SEQ ID NO: 173 is a clone designated herein as "DNA93012-2622". 

Figure 174 shows the amino acid sequence (SEQ ID NO: 174) derived from the coding sequence of SEQ 
ID NO: 173 shown in Figure 173. 

Figure 175 shows a nucleotide sequence (SEQ ID NO: 175) of a native sequence PRO4500 cDNA, 
wherein SEQ ID NO: 175 is a clone designated herein as **DNA93020-2642". 
30 Figure 1 76 shows the amino acid sequence (SEQ ID NO: 176) derived from the coding sequence of SEQ 

ID NO: 175 shown in Figure 175. 

Figure 177 shows a nucleotide sequence (SEQ ID NO: 177) of a native sequence PR04389 cDNA, 
wherein SEQ ID NO: 177 is a clone designated herein as "DNA94830-2604". 

Figure 178 shows the amino acid sequence (SEQ ID NO: 1 78) derived from the coding sequence of SEQ 
35 ID NO: 177 shown in Figure 177, 

Figure 179 shows a nucleotide sequence (SEQ ID NO: 179) of a native sequence PR04337 cDNA, 
wherein SEQ ID NO: 179 is a clone designated herein as «DNA94833-2579" . 

15 
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Figure 180 shows the amino acid sequence (SEQ ID NO: 1 80) derived from the coding sequence of SEQ 
ID NO: 179 shown in Figure 179. 

Figure 181 shows a nucleotide sequence (SEQ ID NO: 181) of a native sequence PR04992 cDNA, 
wherein SEQ ID NO: 181 is a clone designated herein as "DNA94838-2658". 

Figure 182 shows the amino acid sequence (SEQ ID NO: 182) derived from the coding sequence of SEQ 
5 ID NO: 181 shown in Figure 181. 

Figure 183 shows a nucleotide sequence (SEQ ID NO: 183) of a native sequence PR05996 cDNA, 
wherein SEQ ID NO: 183 is a clone designated herein as "DNA94844-2686". 

Figure 184 shows the amino acid sequence (SEQ ID NO: 184) derived from the coding sequence of SEQ 
ID NO:183 shown in Figure 183. 
10 Figure 185 shows a-nucleotide sequence (SEQ ID NO: 185) of a native sequence PR04345 cDNA, 

wherein SEQ ID NO: 185 is a clone designated herein as "DNA94854-2586". 

Figure 186 shows the amino acid sequence (SEQ ID NO: 186) derived from the coding sequence of SEQ 
ID NO: 185 shown in Figure 185. 

Figure 187 shows a nucleotide sequence (SEQ ID NO: 187) of a native sequence PR04978 cDNA, 
15 wherein SEQ ID NO: 187 is a clone designated herein as "DNA95930". 

Figure 1 88 shows the amino acid sequence (SEQ ID NO: 1 88) derived from the coding sequence of SEQ 
ID NO: 187 shown in Figure 187. 

Figure 189 shows a nucleotide sequence (SEQ ID NO: 189) of a native sequence PRO5780 cDNA, 
wherein SEQ ID NO: 189 is a clone designated herein as -DNA96868-2677". 
20 Figure 190 shows the amino acid sequence (SEQ ID NO: 190) derived from the coding sequence of SEQ 

ID NO: 1 89 shown in Figure 189. 

Figure 191 shows a nucleotide sequence (SEQ ID NO: 191) of a native sequence PR05992 cDNA, 
wherein SEQ ID NO: 191 is a clone designated herein as "DNA96871-2683". 

Figure 192 shows the amino acid sequence (SEQ ID NO: 1 92) derived from the coding sequence of SEQ 
25 ID NO: 191 shown in Figure 191. 

Figure 193 shows a nucleotide sequence (SEQ ID NO: 193) of a native sequence PR04428 cDNA, 
wherein SEQ ID NO: 193 is a clone designated herein as •*DNA96880-2624" . 

Figure 194 shows the amino acid sequence (SEQ ID NO: 1 94) derived from the coding sequence of SEQ 
ID NO: 193 shown in Figure 193. 
30 Figure 195 shows a nucleotide sequence (SEQ ID NO: 195) of a native sequence PR04994 cDNA, 

wherein SEQ ID NO: 195 is a clone designated herein as "DNA96986-2660". 

Figure 196 shows the amino acid sequence (SEQ ID NO: 196) derived from the coding sequence of SEQ 
ID NO: 195 shown in Figure 195. 

Figure 197 shows a nucleotide sequence (SEQ ID NO: 197) of a native sequence PR05995 cDNA, 
35 wherein SEQ ID NO: 197 is a clone designated herein as "DNA96988-2685". 

Figure 198 shows the amino acid sequence (SEQ ID NO: 198) derived from the coding sequence of SEQ 
ID NO: 197 shown in Figure 197. 
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Figure 199 shows a nucleotide sequence (SEQ ID NO: 199) of a native sequence PRO6094 cDNA, 
wherein SEQ ID NO: 199 is a clone designated herein as "DNA96995-2709". 

Figure 200 shows the amino acid sequence (SEQ ID NO:200) derived from the coding sequence of SEQ 
ID NO: 199 shown in Figure 199. 

Figure 201 shows a nucleotide sequence (SEQ ID NO:201) of a native sequence PR04317 cDNA, 
5 wherein SEQ ID NO:201 is a clone designated herein as "DNA97004-2562". 

Figure 202 shows the amino acid sequence (SEQ ID NO:202) derived from the coding sequence of SEQ 
ID NO:201 shown in Figure 201. 

Figure 203 shows a nucleotide sequence (SEQ ID NO:203) of a native sequence PR05997 cDNA. 
wherein SEQ ID NO:203 is a clone designated herein as "DNA97005-2687". 
10 Figure 204 shows the amino acid sequence (SEQ ID NO:204) derived from the coding sequence of SEQ 

ID NO:203 shown in Figure 203. 

Figure 205 shows a nucleotide sequence (SEQ ID NO:205) of a native sequence PRO5005 cDNA, 
wherein SEQ ID NO:205 is a clone designated herein as "DNA97009-2668". 

Figure 206 shows the amino acid sequence (SEQ ID NO:206) derived from the coding sequence of SEQ 
15 ID NO:205 shown in Figure 205. 

Figure 207 shows a nucleotide sequence (SEQ ID NO:207) of a native sequence PRO5004 cDNA, 
wherein SEQ ID NO:207 is a clone designated herein as "DNA97013-2667". 

Figure 208 shows the amino acid sequence (SEQ ID NO:208) derived from the coding sequence of SEQ 
ID NO:207 shown in Figure 207. 
20 Figure 209 shows a nucleotide sequence (SEQ ID NO:209) of a native sequence PRO6001 cDNA, 

wherein SEQ ID NO:209 is a clone designated herein as "DNA98380-2690" . 

Figure 210 shows the amino acid sequence (SEQ ID NO:210) derived from the coding sequence of SEQ 
ID NO:209 shown in Figure 209. 

Figure 211 shows a nucleotide sequence (SEQ ID NO:211) of a native sequence PRO6013 cDNA, 
25 wherein SEQ ID NO:21 1 is a clone designated herein as "DNA98561-2696". 

Figure 212 shows the amino acid sequence (SEQ ID NO:212) derived from the coding sequence of SEQ 
ID NO:21 1 shown in Figure 211. 

Figure 213 shows a nucleotide sequence (SEQ ID NO:213) of a native sequence PRO4502 cDNA, 
wherein SEQ ID NO:213 is a clone designated herein as "DNA98575-2644\ 
30 Figure 214 shows the amino acid sequence (SEQ ID NO:2l4) derived from the coding sequence of SEQ 

ID NO:213 shown in Figure 213. 

Figure 215 shows a nucleotide sequence (SEQ ID NO:215) of a native sequence PRO6007 cDNA, 
wherein SEQ ID NO:215 is a clone designated herein as "DNA98593-2694". 

Figure 216 shows the amino acid sequence (SEQ ID NO:216) derived from the coding sequence of SEQ 
35 ID NO:215 shown in Figure 215. 

Figure 217 shows a nucleotide sequence (SEQ ID NO:217) of a native sequence PRO6028 cDNA, 
wherein SEQ ID NO:217 is a clone designated herein as ''DNA98600-2703". 
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Figure 2 1 8 shows the amino acid sequence (SEQ ID NO:2 1 8) derived from the coding sequence of SEQ 
ID NO:217 shown in Figure 217. 

Figure 219 shows a nucleotide sequence (SEQ ID NO:219) of a native sequence PROlOO cDNA, 
wherein SEQ ID NO:219 is a clone designated herein as "DNA99333". 

Figure 220 shows the amino acid sequence (SEQ ID NO:220) derived from the coding sequence of SEQ 
5 ID NO:219 shown in Figure 219. 

Figure 221 shows a nucleotide sequence (SEQ ID NO:221) of a native sequence PR04327 cDNA, 
wherein SEQ ID NO:221 is a clone designated herein as "DNA99391-2572". 

Figure 222 shows the amino acid sequence (SEQ ID NO: 222) derived from the coding sequence of SEQ 
ID NO:221 shown in Figure 221. 
10 Figure 223 shows a nucleotide sequence (SEQ ID NO:223) of a native sequence PR04315 cDNA, 

wherein SEQ ID NO:223 is a clone designated herein as "DNA99393-2560". 

Figure 224 shows the amino acid sequence (SEQ ID NO:224) derived from the coding sequence of SEQ 
ID NO:223 shown in Figure 223. 

Figure 225 shows a nucleotide sequence (SEQ ID NO: 225) of a native sequence PR05993 cDNA, 
15 wherein SEQ ID NO:225 is a clone designated herein as "DN A 100276-2684". 

Figure 226 shows the amino acid sequence (SEQ ID NO:226) derived from the coding sequence of SEQ 
ID NO: 225 shown in Figure 225. 

Figure 227 shows a nucleotide sequence (SEQ ID NO:227) of a native sequence PRO4503 cDNA, 
wherein SEQ ID NO:227 is a clone designated herein as "DNA 1003 12-2645". 
20 Figure 228 shows the amino acid sequence (SEQ ID NO:228) derived from the coding sequence of SEQ 

ID NO:227 shown in Figure 227. 

Figure 229 shows a nucleotide sequence (SEQ ID NO:229) of a native sequence PR04976 cDNA. 
wherein SEQ ID NO:229 is a clone designated herein as **DN A 100902-2646". 

Figure 230 shows the amino acid sequence (SEQ ID NO:230) derived from the coding sequence of SEQ 
25 ID NO:229 shown in Figure 229. 

Figure 231 shows a nucleotide sequence (SEQ ID NO:231) of a native sequence PR05798 cDNA, 
wherein SEQ ID NO:231 is a clone designated herein as "DNA 102899-2679". 

Figure 232 shows the amino acid sequence (SEQ ID NO:232) derived from the coding sequence of SEQ 
ID NO:231 shown in Figure 231. 
30 Figure 233 shows a nucleotide sequence (SEQ ID NO:233) of a native sequence PR06242 cDNA, 

wherein SEQ ID NO:233 is a clone designated herein as "DN A 104875-2720". 

Figure 234 shows the amino acid sequence (SEQ ID NO:234) derived from the coding sequence of SEQ 
ID NO:233 shown in Figure 233. 

Figure 235 shows a nucleotide sequence (SEQ ID NO:235) of a native sequence PRO6095 cDNA, 
35 wherein SEQ ID NO:235 is a clone designated herein as **DNA105680-2710". 

Figure 236 shows the amino acid sequence (SEQ ID NO:236) derived from the coding sequence of SEQ 
ID NO:235 shown in Figure 235. 
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Figure 237 shows a nucleotide sequence (SEQ ID NO:237) of a native sequence PRO6093 cDNA, 
wherein SEQ ID NO:237 is a clone designated herein as "DNA105779-2708". 

Figure 238 shows the amino acid sequence (SEQ ID NO:238) derived from the coding sequence of SEQ 
ID NO:237 shown in Figure 237. 

Figure 239 shows a nucleotide sequence (SEQ ID NO:239) of a native sequence PRO6012 cDNA, 
5 wherein SEQ ID NO:239 is a clone designated herein as **DNA 1 05794-2695". 

Figure 240 shows the amino acid sequence (SEQ ID NO:240) derived from the coding sequence of SEQ 
ID NO:239 shown in Figure 239. 

Figure 241 shows a nucleotide sequence (SEQ ID NO:241) of a native sequence PRO6027 cDNA, 
wherein SEQ ID NO:241 is a clone designated herein as "DN A 105838-2702". 
10 Figure 242 shows the amino acid sequence (SEQ ID NO:242) derived from the coding sequence of SEQ 

ID NO:241 shown in Figure 241. 

Figure 243 shows a nucleotide sequence (SEQ ID NO:243) of a native sequence PR06181 cDNA, 
wherein SEQ ID NO:243 is a clone designated herein as "DNA 107698-27 15". 

Figure 244 shows the amino acid sequence (SEQ ID NO:244) derived from the coding sequence of SEQ 
15 ID NO:243 shown in Figure 243. 

Figure 245 shows a nucleotide sequence (SEQ ID NO:245) of a native sequence PRO6097 cDNA, 
wherein SEQ ID NO:245 is a clone designated herein as "DNA107701-2711". 

Figure 246 shows the amino acid sequence (SEQ ID NO:246) derived from the coding sequence of SEQ 
ID NO:245 shown in Figure 245. 
20 Figure 247 shows a nucleotide sequence (SEQ ID NO:247) of a native sequence PRO6090 cDNA, 

wherein SEQ ID NO:247 is a clone designated herein as **DN A 107781-2707". 

Figure 248 shows the amino acid sequence (SEQ ID NO:248) derived from the coding sequence of SEQ 
ID NO:247 shown in Figure 247. 

Figure 249 shows a nucleotide sequence (SEQ ID NO:249) of a native sequence PR07171 cDNA, 
25 wherein SEQ ID NO:249 is a clone designated herein as **DN A 108670-2744". 

Figure 250 shows the amino acid sequence (SEQ ID NO:250) derived from the coding sequence of SEQ 
ID NO:249 shown in Figure 249. 

Figure 251 shows a nucleotide sequence (SEQ ID NO:251) of a native sequence PR06258 cDNA, 
wherein SEQ ID NO:251 is a clone designated herein as "DN A 108688-2725". 
30 Figure 252 shows the amino acid sequence (SEQ ID NO:252) derived from the coding sequence of SEQ 

ID NO:251 shown in Figure 251. 

Figure 253 shows a nucleotide sequence (SEQ ID NO:253) of a native sequence PRO9820 cDNA, 
wherein SEQ ID NO:253 is a clone designated herein as "DN A 108769-2765". 

Figure 254 shows the amino acid sequence (SEQ ID NO:254) derived from the coding sequence of SEQ 
35 ID NO:253 shown in Figure 253. 

Figure 255 shows a nucleotide sequence (SEQ ID NO:255) of a native sequence PR06243 cDNA, 
wherein SEQ ID NO:255 is a clone designated herein as "DN A 108935-2721". 
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Figure 256 shows the amino acid sequence (SEQ ID NO: 256) derived from die coding sequence of SEQ 
ID NO:255 shown in Figure 255. 

Figure 257 shows a nucleotide sequence (SEQ ID NO:257) of a native sequence PR06182 cDNA, 
wherein SEQ ID NO:257 is a clone designated herein as "DNA110700-2716". 

Figure 258 shows the amino acid sequence (SEQ ID NO:258) derived from the coding sequence of SEQ 
5 ID NO:257 shown in Figure 257. 

Figure 259 shows a nucleotide sequence (SEQ ID NO:259) of a native sequence PRO6079 cDNA, 
wherein SEQ ID NO:259 is a clone designated herein as "DNAl 1 1750-2706". 

Figure 260 shows the amino acid sequence (SEQ ID NO:260) derived from the coding sequence of SEQ 
ID NO:259 shown in Figure 259. 
10 Figure 261 shows a nucleotide sequence (SEQ ID NO:26I) of a native sequence PR07434 cDNA, 

wherein SEQ ID NO:261 is a clone designated herein as "DNA 123430-2755". 

Figure 262 shows the amino acid sequence (SEQ ID NO:262) derived from the coding sequence of SEQ 
ID NO:26I shown in Figure 261. 

Figure 263 shows a nucleotide sequence (SEQ ID NO:263) of a native sequence PR09865 cDNA, 
15 wherein SEQ ID NO:263 is a clone designated herein as "DNA 125 154-2785". 

Figure 264 shows the amino acid sequence (SEQ ID NO:264) derived from the coding sequence of SEQ 
ID NO:263 shown in Figure 263, 

Figure 265 shows a nucleotide sequence (SEQ ID NO:265) of a native sequence PR09828 cDNA, 
wherein SEQ^ NO:265 is a clone designated herein as "DNA 142238-2768". 
20 Figure 266 shows the amino acid sequence (SEQ ID NO:266) derived from the coding sequence of SEQ 

ID NO:265 shown in Figure 265. 

Figure 267 shows a nucleotide sequence (SEQ ID NO:267) of a native sequence PR0196 cDNA, 
wherein SEQ ID NO:267 is a clone designated herein as '•DNA22779-1130". 

Figure 268 shows the amino acid sequence (SEQ ID NO:268) derived from the coding sequence of SEQ 
25 ID NO:267 shown in Figure 267. 

Figure 269 shows a nucleotide sequence (SEQ ID NO:269) of a native sequence PR0197 cDNA, 
wherein SEQ ID NO:269 is a clone designated herein as "DNA22780-1078". 

Figure 270 shows the amino acid sequence (SEQ ID NO:270) derived from the coding sequence of SEQ 
ID NO:269 shown in Figure 269. 
30 Figure 271 shows a nucleotide sequence (SEQ ID NO:271) of a native sequence PR0195 cDNA, 

wherein SEQ ID NO:27l is a clone designated herein as "DNA26847-1395". 

Figure 272 shows the amino acid sequence (SEQ ID NO: 272) derived from the coding sequence of SEQ 
ID NO:271 shown in Figure 271. 

Figure 273 shows a nucleotide sequence (SEQ ID NO:273) of a native sequence PR0187 cDNA. 
35 wherein SEQ ID NO:273 is a clone designated herein as "DNA27864-1 155" . 

Figure 274 shows the amino acid sequence (SEQ ID NO:274) derived from the coding sequence of SEQ 
ID NO:273 shown in Figure 273. 
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Figure-275 shows a nucleotide sequence (SEQ ID NO:275) of a native sequence PR0182 cDNA. 
wherein SEQ ID NO:275 is a clone designated herein as "DNA27865-109r . 

Figure 276 shows the amino acid sequence (SEQ ID NO:276) derived from the coding sequence of SEQ 
ID NO:275 shown in Figure 275. 

Figure 277 shows a nucleotide sequence (SEQ ID NO:277) of a native sequence PR0188 cDNA, 
5 wherein SEQ ID NO:277 is a clone designated herein as *'DNA28497-1 130" . 

Figure 278 shows the ammo acid sequence (SEQ ID NO:278) derived from the coding sequence of SEQ 
ID NO:277 shown in Figure 277. 

Figure 279 shows a nucleotide sequence (SEQ ID NO:279) of a native sequence PR0183 cDNA, 
wherein SEQ ID NO:279 is a clone designated herein as "DNA28498". 
10 Figure 280 shows the amino acid sequence (SEQ ID NO:280) derived from the coding sequence of SEQ 

ID NO:279 shown in Figure 279. 

Figure 281 shows a nucleotide sequence (SEQ ID NO:28l) of a native sequence PR0184 cDNA, 
wherein SEQ ID NO:281 is a clone designated herein as "DNA28500". 

Figure 282 shows the amino acid sequence (SEQ ID NO:282) derived from the coding sequence of SEQ 
15 ID NO:281 shown in Figure 281. 

Figure 283 shows a nucleotide sequence (SEQ ID NO:283) of a native sequence PR0185 cDNA, 
wherein SEQ ID NO:283 is a clone designated herein as "DNA28503". 

Figure 284 shows the amino acid sequence (SEQ ID NO:284) derived from the coding sequence of SEQ 
ID NO:283 shown in Figure 283. 
20 Figure 285 shows a nucleotide sequence (SEQ ID NO:285) of a native sequence PRO200 cDNA. 

wherein SEQ ID NO:285 is a clone designated herein as •*DNA29101-1122". 

Figure 286 shows the amino acid sequence (SEQ ID NO:286) derived from the coding sequence of SEQ 
ID NO:285 shown in Figure 285. 

Figure 287 shows a nucleotide sequence (SEQ ID NO:287) of a native sequence PRO202 cDNA, 
25 wherein SEQ ID NO:287 is a clone designated herein as •'DNA30869" . 

Figure 288 shows the amino acid sequence (SEQ ID NO:288) derived from the coding sequence of SEQ 
ID NO:287 shown in Figure 287, 

Figure 289 shows a nucleotide sequence (SEQ ID NO:289) of a native sequence PR0214 cDNA, 
wherein SEQ ID NO:289 is a clone designated herein as "DNA32286-119r . 
30 Figure 290 shows the amino acid sequence (SEQ ID NO:290) derived from the coding sequence of SEQ 

ID NO:289 shown in Figure 289. 

Figure 291 shows a nucleotide sequence (SEQ ID NO:291) of a native sequence PR0215 cDNA, 
wherein SEQ ID NO:291 is a clone designated herein as "DNA32288-1 132". 

Figure 292 shows the amino acid sequence (SEQ ID NO:292) derived from the coding sequence of SEQ 
35 ID NO:291 shown in Figure 291. 

Figure 293 shows a nucleotide sequence (SEQ ID NO:293) of a native sequence PR0219 cDNA, 
wherein SEQ ID NO:293 is a clone designated herein as "DNA32290-1 164". 
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Figure 294 shows the amino acid sequence (SEQ ID NO:294) derived from the coding sequence of SEQ 
ID NO:293 shown in Figure 293. 

Figure 295 shows a nucleotide sequence (SEQ ID NO:295) of a native sequence PR0211 cDNA, 
wherein SEQ ID NO:295 is a clone designated herein as **DNA32292-1 131". 

Figure 296 shows the amino acid sequence (SEQ ID NO:296) derived from the coding sequence of SEQ 
5 ID NO:295 shown in Figure 295, 

Figure 297 shows a nucleotide sequence (SEQ ID NO:297) of a native sequence PRO220 cDNA, 
wherein SEQ ID NO:297 is a clone designated herein as "DNA32298-1 132". 

Figure 298 shows the amino acid sequence (SEQ ID NO:298) derived from the coding sequence of SEQ 
ID NO:297 shown in Figure 297. 
10 Figure 299 shows a nucleotide sequence (SEQ ID NO:299) of a native sequence PR0366 cDNA, 

wherein SEQ ID NO:299 is a clone designated herein as "DNA33085-1110". 

Figure 300 shows the amino acid sequence (SEQ ID NO:300) derived from the coding sequence of SEQ 
ID NO:299 shown in Figure 299. 

Figure 301 shows a nucleotide sequence (SEQ ID NO:301) of a native sequence PR0216 cDNA, 
15 wherein SEQ ID NO:301 is a clone designated herein as "DNA33087-1 158". 

Figure 302 shows the amino acid sequence (SEQ ID NO:302) derived from the coding sequence of SEQ 
ID NO:301 shown in Figure 301, 

Figure 303 shows a nucleotide sequence (SEQ ID NO: 303) of a native sequence PR0221 cDNA, 
wherein SEQ ID NO:303 is a clone designated herein as "DNA33089-1132". 
20 Figure 304 shows the amino acid sequence (SEQ ID NO:304) derived from the coding sequence of SEQ 

ID NO: 303 shown in Figure 303. 

Figure 305 shows a nucleotide sequence (SEQ ID NO:305) of a native sequence PR0228 cDNA, 
wherein SEQ ID NO:305 is a clone designated herein as "DNA33092-1202". 

Figure 306 shows the amino acid sequence (SEQ ID NO:306) derived from the coding sequence of SEQ 
25 ID NO:305 shown in Figure 305. 

Figure 307 shows a nucleotide sequence (SEQ ID NO:307) of a native sequence PR0217 cDNA, 
wherein SEQ ID NO:307 is a clone designated herein as "DNA33094-113r. 

Figure 308 shows the amino acid sequence (SEQ ID NO:308) derived from the coding sequence of SEQ 
ID NO:307 shown in Figure 307. 
30 Figure 309 shows a nucleotide sequence (SEQ ID NO: 309) of a native sequence PR0222 cDNA, 

wherein SEQ ID NO:309 is a clone designated herein as "DNA33 107-1 135". 

Figure 3 10 shows the amino acid sequence (SEQ ID NO:3 10) derived from the coding sequence of SEQ 
ID NO:309 shown in Figure 309, 

Figure 311 shows a nucleotide sequence (SEQ ID NO:311) of a native sequence PR0224 cDNA, 
35 wherein SEQ ID N0:31 1 is a clone designated herein as "DNA33221-1 133". 

Figure 3 1 2 shows the amino acid sequence (SEQ ID NO:3 1 2) derived from the coding sequence of SEQ 
ID NO:31 1 shown in Figure 311. 
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Figure 313 shows a nucleotide sequence (SEQ ID NO:313) of a native sequence PRO230 cDNA. 
wherein SEQ ID NO:313 is a clone designated herein as "DNA33223-1 136". 

Figure 3 14 shows the amino acid sequence (SEQ ID NO:314) derived from the coding sequence of SEQ 
ID NO:313 shown in Figure 313. 

Figure 315 shows a nucleotide sequence (SEQ ID NO:315) of a native sequence FRO 198 cDNA, 
5 wherein SEQ ID NO:315 is a clone designated herein as "DNA33457-I078". 

Figure 316 shows the amino acid sequence (SEQ ID NO:316) derived from the coding sequence of SEQ 
ID NO:315 shown in Figure 315. 

Figure 317 shows a nucleotide sequence (SEQ ID NO:317) of a native sequence PR0226 cDNA, 
wherein SEQ ID NO:317 is a clone designated herein as **DNA33460-1 166". 
10 Figure 318 shows the amino acid sequence (SEQ ID NO:3 1 8) derived from the coding sequence of SEQ 

ID NO:317 shown in Figure 317. 

Figure 319 shows a nucleotide sequence (SEQ ID NO:319) of a native sequence PR0261 cDNA, 
wherein SEQ ID NO:319 is a clone designated herein as "DNA33473-1176". 

Figure 320 shows the amino acid sequence (SEQ ID NO: 320) derived from the coding sequence of SEQ 
15 ID NO:319 shown in Figure 319. 

Figure 321 shows a nucleotide sequence (SEQ ID NO:321) of a native sequence PR0242 cDNA, 
wherein SEQ ID NO:321 is a clone designated herein as "DNA33785-1143". 

Figure 322 shows the amino acid sequence (SEQ ID NO:322) derived from the coding sequence of SEQ 
ID NO:321 shown in Figure 321. 
20 Figure 323 shows a nucleotide sequence (SEQ ID NO:323) of a native sequence PR0227 cDNA, 

wherein SEQ ID NO:323 is a clone designated herein as "DNA33786-1132". 

Figure 324 shows the amino acid sequence (SEQ ID NO:324) derived from the coding sequence of SEQ 
ID NO:323 shown in Figure 323. 

Figure 325 shows a nucleotide sequence (SEQ ID NO:325) of a native sequence PR0237 cDNA, 
25 wherein SEQ ID NO:325 is a clone designated herein as "DNA34353.1428". 

Figure 326 shows the amino acid sequence (SEQ ID NO:326) derived from the coding, sequence of SEQ 
ID NO:325 shown in Figure 325. 

Figure 327 shows a nucleotide sequence (SEQ ID NO:327) of a native sequence PR0241 cDNA, 
wherein SEQ ID NO:327 is a clone designated herein as "DNA34392-1170". 
30 Figure 328 shows the amino acid sequence (SEQ ID NO:328) derived from the coding sequence of SEQ 

ID NO: 327 shown in Figure 327. 

Figure 329 shows a nucleotide sequence (SEQ ID NO:329) of a native sequence PR0231 cDNA, 
wherein SEQ ID NO:329 is a clone designated herein as "DNA34434-1 139". 

Figure 330 shows the amino acid sequence (SEQ ID NO:330) derived from the coding sequence of SEQ 
35 ID NO:329 shown in Figure 329. 

Figure 331 shows a nucleotide sequence (SEQ ID NO:331) of a native sequence PR0235 cDNA, 
wherein SEQ ID NO:331 is a clone designated herein as "DNA35558-1167". 
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Figure^332 shows the amino acid sequence (SEQ ID NO: 332) derived from the coding sequence of SEQ 
ID NO:331 shown in Figure 331. 

Figure 333 shows a nucleotide sequence (SEQ ID NO:333) of a native sequence PR0323 cDNA, 
wherein SEQ ID NO:333 is a clone designated herein as "DNA35595-1228". 

Figure 334 shows the amino acid sequence (SEQ ID NO:334) derived from the coding sequence of SEQ 
5 ID NO:333 shown in Figure 333. 

Figure 335 shows a nucleotide sequence (SEQ ID NO:335) of a native sequence PR0245 cDNA, 
wherein SEQ ID NO:335 is a clone designated herein as -DNA35638-1216". 

Figure 336 shows the amino acid sequence (SEQ ID NO:336) derived from the coding sequence of SEQ 
ID NO:335 shown in Figure 335. 
10 Figure 337 shows a nucleotide sequence (SEQ ID NO:337) of a native sequence FR0246 cDNA, 

wherein SEQ ID NO:337 is a clone designated herein as •'DNA35639-1 172\ 

Figure 338 shows the amino acid sequence (SEQ ID NO:338) derived from the coding sequence of SEQ 
ID NO:337 shown in Figure 337. 

Figure 339 shows a nucleotide sequence (SEQ ID NO:339) of a native sequence PR0288 cDNA, 
15 wherein SEQ ID NO:339 is a clone designated herein as "DNA35663-1 129". 

Figure 340 shows the amino acid sequence (SEQ ID NO:340) derived from the coding sequence of SEQ 
ID NO:339 shown in Figure 339. 

Figure 341 shows a nucleotide sequence (SEQ ID NO:341) of a native sequence PR0248 cDNA, 
wherein SEQ ID NO:341 is a clone designated herein as "DNA35674-1 142". 
20 Figure 342 shows the amino acid sequence (SEQ ID NO:342) derived from the coding sequence of SEQ 

ID NO:341 shown in Figure 341. 

Figure 343 shows a nucleotide sequence (SEQ ID NO:343) of a native sequence PR0257 cDNA, 
wherein SEQ ID NO:343 is a clone designated herein as "DNA35841-1 173". 

Figure 344 shows the amino acid sequence (SEQ ID NO:344) derived from the coding sequence of SEQ 
25 ID NO:343 shown in Figure 343. 

Figure 345 shows a nucleotide sequence (SEQ ID NO:345) of a native sequence PR0172 cDNA, 
wherein SEQ ID NO:345 is a clone designated herein as "DNA35916-1 161". 

Figure 346 shows the amino acid sequence (SEQ ID NO:346) derived from the coding sequence of SEQ 
ID NO:345 shown in Figure 345. 
30 Figure 347 shows a nucleotide sequence (SEQ ID NO:347) of a native sequence PR0258 cDNA, 

wherein SEQ ID NO:347 is a clone designated herein as "DNA35918-1174''. 

Figure 348 shows the amino acid sequence (SEQ ID NO:348) derived from the coding sequence of SEQ 
ID N0:347 shown in Figure 347. 

Figure 349 shows a nucleotide sequence (SEQ ID NO:349) of a native sequence PR0265 cDNA, 
35 wherein SEQ ID NO:349 is a clone designated herein as "DNA36350-1158". 

Figure 350 shows the amino acid sequence (SEQ ID NO:350) derived from the coding sequence of SEQ 
ID NO:349 shown in Figure 349. 
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Figure 351 shows a nucleotide sequence (SEQ ID NO:351) of a native sequence PR0326 cDNA, 
wherein SEQ ID NO:351 is a clone designated herein as "DNA37140-1234". 

Figure 352 shows the amino acid sequence (SEQ ID NO: 352) derived from the coding sequence of SEQ 
ID NO:351 shown in Figure 351. 

Figure 353 shows a nucleotide sequence (SEQ ID NO:353) of a native sequence PR0266 cDNA. 
5 wherein SEQ ID NO:353 is a clone designated herein as "DNA37150-1 178". 

Figure 354 shows the amino acid sequence (SEQ ID NO:354) derived from the coding sequence of SEQ 
ID NO:353 shown in Figure 353. 

Figure 355 shows a nucleotide sequence (SEQ ID NO:355) of a native sequence PR0269 cDNA, 
wherein SEQ ID NO:355 is a clone designated herein as -DNA38260-1180". 
10 Figure 356 shows the amino acid sequence (SEQ ID NO:356) derived from the coding sequence of SEQ 

ID NO:355 shown in Figure 355. 

Figure 357 shows a nucleotide sequence (SEQ ID NO:357) of a native sequence PR0285 cDNA. 
wherein SEQ ID NO:357 is a clone designated herein as "DNA40021-1 154". 

Figure 358 shows the amino acid sequence (SEQ ID NO:358) derived from the coding sequence of SEQ 
15 ID NO:357 shown in Figure 357. 

Figure 359 shows a nucleotide sequence (SEQ ID NO:359) of a native sequence PR0328 cDNA, 
wherein SEQ ID NO:359 is a clone designated herein as "DNA40587-123r . 

Figure 360 shows the amino acid sequence (SEQ ID NO:360) derived from the coding sequence of SEQ 
ID NO:359 shown in Figure 359. 
20 Figure 361 shows a nucleotide sequence (SEQ ID NO:361) of a native sequence PR0344 cDNA, 

wherein SEQ ID NO:361 is a clone designated herein as "DNA40592-1242". 

Figure 362 shows the amino acid sequence (SEQ ID NO:362) derived from the coding sequence of SEQ 
ID NO:361 shown in Figure 361. 

Figure 363 shows a nucleotide sequence (SEQ ID NO:363) of a native sequence PR0272 cDNA, 
25 wherein SEQ ID NO:363 is a clone designated herein as "DNA40620- 11 83 \ 

Figure 364 shows the amino acid sequence (SEQ ID NO:364) derived from the coding sequence of SEQ 
ID NO:363 shown in Figure 363. 

Figure 365 shows a nucleotide sequence (SEQ ID NO:365) of a native sequence PRO301 cDNA, 
wherein SEQ ID NO:365 is a clone designated herein as "DNA40628-1216\ 
30 Figure 366 shows the amino acid sequence (SEQ ID NO:366) derived from the coding sequence of SEQ 

ID NO:365 shown in Figure 365. 

Figure 367 shows a nucleotide sequence (SEQ ID NO:367) of a native sequence PR0331 cDNA, 
wherein SEQ ID NO:367 is a clone designated herein as "DNA40981-1234". 

Figure 368 shows the amino acid sequence (SEQ ID NO:368) derived from the coding sequence of SEQ 
35 ID NO:367 shown in Figure 367. 

Figure 369 shows a nucleotide sequence (SEQ ID NO:369) of a native sequence PR0332 cDNA, 
wherein SEQ ID NO:369 is a clone designated herein as "DNA40982-1235". 
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Figure 370 shows the amino acid sequence (SEQ ID NO:370) derived from the coding sequence of SEQ 
ID NO:369 shown in Figure 369. 

Figure 371 shows a nucleotide sequence (SEQ ID NO:371) of a native sequence PR0353 cDNA, 
wherein SEQ ID NO:371 is a clone designated herein as "DNA41234-1242". 

Figure 372 shows the amino acid sequence (SEQ ID NO:372) derived from the coding sequence of SEQ 
5 ID NO: 371 shown in Figure 371 . 

Figure 373 shows a nucleotide sequence (SEQ ID NO:373) of a native sequence PRO310 cDNA, 
wherein SEQ ID NO:373 is a clone designated herein as "DNA43046-1225". 

Figure 374 shows the amino acid sequence (SEQ ID NO:374) derived from the coding sequence of SEQ 
ID NO: 373 shown in Figure 373. 
10 Figure 375 shows a nucleotide sequence (SEQ ID NO:375) of a native sequence PR0337 cDNA, 

wherein SEQ ID NO:375 is a clone designated herein as "DNA433 16-1237". 

Figure 376 shows the amino acid sequence (SEQ ID NO:376) derived from the coding sequence of SEQ 
ID NO:375 shown in Figure 375. 

Figure 377 shows a nucleotide sequence (SEQ ID NO:377) of a native sequence PR0346 cDNA, 
15 wherein SEQ ID NO:377 is a clone designated herein as "DNA44 167- 1243". 

Figure 378 shows the amino acid sequence (SEQ ID NO:378) derived from the coding sequence of SEQ 
ID NO:377 shown in Figure 377. 

Figure 379 shows a nucleotide sequence (SEQ ID NO:379) of a native sequence PRO350 cDNA, 
wherein SEQ ID NO:379 is a clone designated herein as "DNA44175-1314". 
20 Figure 380 shows the amino acid sequence (SEQ ID NO :380) derived from the coding sequence of SEQ 

ID NO: 379 shown in Figure 379. 

Figure 381 shows a nucleotide sequence (SEQ ID NO:381) of a native sequence PR0526 cDNA, 
wherein SEQ ID NO:381 is a clone designated herein as **DNA441 84-13 19". 

Figure 382 shows the amino acid sequence (SEQ ID NO:382) derived from the coding sequence of SEQ 
25 ID NO:381 shown in Figure 381. 

Figure 383 shows a nucleotide sequence (SEQ ID NO:383) of a native sequence PR0381 cDNA, 
wherein SEQ ID NO:383 is a clone designated herein as "DNA44194-1317". 

Figure 384 shows the amino acid sequence (SEQ ID NO:384) derived from the coding sequence of SEQ 
ID NO:383 shown in Figure 383. 
30 Figure 385 shows a nucleotide sequence (SEQ ID NO:385) of a native sequence PR0846 cDNA, 

wherein SEQ ID NO:385 is a clone designated herein as "DNA44 196- 1353". 

Figure 386 shows the amino acid sequence (SEQ ID NO:386) derived from the coding sequence of SEQ 
ID NO:385 shown in Figure 385. 

Figure 387 shows a nucleotide sequence (SEQ ID NO:387) of a native sequence PR0363 cDNA, 
35 wherein SEQ ID NO:387 is a clone designated herein as "DNA454 19-1252", 

Figure 388 shows the amino acid sequence (SEQ ID NO:388) derived from the coding sequence of SEQ 
ID NO:387 shown in Figure 387. 
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Figure 389 shows a nucleotide sequence (SEQ ID NO:389) of a native sequence PR0365 cDNA, 
wherein SEQ ID NO:389 is a clone designated herein as "DNA46777-1253". 

Figure 390 shows the amino acid sequence (SEQ ID NO: 390) derived from die coding sequence of SEQ 
ID NO: 389 shown in Figure 389. 

Figure 391 shows a nucleotide sequence (SEQ ID NO:391) of a native sequence PRO1310 cDNA, 
5 wherein SEQ ID NO:391 is a clone designated herein as -DNA47394-1572". 

Figure 392 shows the amino acid sequence (SEQ ID NO:392) derived from the coding sequence of SEQ 
ID NO:391 shown in Figure 391 . 

Figure 393 shows a nucleotide sequence (SEQ ID NO:393) of a native sequence PR0731 cDNA, 
wherein SEQ ID NO:393 is a clone designated herein as "DNA48331-1329". 
10 Figure 394 shows the amino acid sequence (SEQ ID NO:394) derived from the coding sequence of SEQ 

ID NO:393 shown in Figure 393. 

Figure 395 shows a nucleotide sequence (SEQ ID NO:395) of a native sequence PR0322 cDNA. 
wherein SEQ ID NO:395 is a clone designated herein as "DNA48336-1309". 

Figure 396 shows the amino acid sequence (SEQ ID NO:396) derived from the coding sequence of SEQ 
15 ID NO:395 shown in Figure 395. 

Figure 397 shows a nucleotide sequence (SEQ ID NO:397) of a native sequence PR0536 cDNA, 
wherein SEQ ID NO:397 is a clone designated herein as ''DNA49142-1430". 

Figure 398 shows the amino acid sequence (SEQ ID NO:398) derived from die coding sequence of SEQ 
ID NO:397 shown in Figure 397. 
20 Figure 399 shows a nucleotide sequence (SEQ ID NO:399) of a native sequence PR0719 cDNA, 

wherein SEQ ID NO:399 is a clone designated herein as "DNA49646-1327". 

Figure 400 shows the amino acid sequence (SEQ ID NO:400) derived from the coding sequence of SEQ 
ID NO:399 shown in Figure 399. 

Figure 401 shows a nucleotide sequence (SEQ ID NO:401) of a native sequence PR0619 cDNA, 
25 wherein SEQ ID NO:401 is a clone designated herein as **DNA49821-1562". 

Figure 402 shows the amino acid sequence (SEQ ID NO:402) derived from the coding sequence of SEQ 
ID NO:401 shown in Figure 401 . 

Figure 403 shows a nucleotide sequence (SEQ ID NO:403) of a native sequence PR0771 cDNA, 
wherein SEQ ID NO:403 is a clone designated herein as "DNA49829-1346". 
30 Figure 404 shows the amino acid sequence (SEQ ID NO:404) derived from the coding sequence of SEQ 

ID NO:403 shown in Figure 403. 

Figure 405 shows a nucleotide sequence (SEQ ID NO:405) of a native sequence PRO1083 cDNA, 
wherein SEQ ID NO:405 is a clone designated herein as "DNA50921-1458". 

Figure 406 shows the amino acid sequence (SEQ ID NO:406) derived from the coding sequence of SEQ 
35 ID NO:405 shown in Figure 405. 

Figure 407 shows a nucleotide sequence (SEQ ID NO:407) of a native sequence PR0862 cDNA, 
wherein SEQ ID NO:407 is a clone designated herein as ''DNA52187-1354". 
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Figure 408 shows the amino acid sequence (SEQ ID NO:408) derived from the coding sequence of SEQ 
ID NO:407 shown in Figure 407. 

Figure 409 shows a nucleotide sequence (SEQ ID NO:409) of a native sequence PR0733 cDNA, 
wherein SEQ ID NO:409 is a clone designated herein as "DNA52196-1348". 

Figure 410 shows the amino acid sequence (SEQ ID NO:410) derived from the coding sequence of SEQ 
5 ID NO:409 shown in Figure 409. 

Figure 411 shows a nucleotide sequence (SEQ ID NO:411) of a native sequence PROl 188 cDNA, 
wherein SEQ ID NO:41 1 is a clone designated herein as "DNA52598-1518". 

Figure 412 shows the amino acid sequence (SEQ ID NO:412) derived from the coding sequence of SEQ 
ID NO:41 1 shown in Figure 411. 
10 Figure 413 shows a nucleotide sequence (SEQ ID NO:413) of a native sequence PRO770 cDNA. 

wherein SEQ ID NO:413 is a clone designated herein as "DNA54228-1366". 

Figure 414 shows the amino acid sequence (SEQ ID NO:414) derived from the coding sequence of SEQ 
ID NO:413 shown in Figure 413. 

Figure 415 shows a nucleotide sequence (SEQ ID NO:415) of a native sequence PRO1080 cDNA, 
15 wherein SEQ ID NO:415 is a clone designated herein as "DNA56047-1456". 

Figure 416 shows the amino acid sequence (SEQ ID NO:416) derived from the coding sequence of SEQ 
ID NO:415 shown in Figure 415. 

Figure 417 shows a nucleotide sequence (SEQ ID NO:417) of a native sequence PRO1017 cDNA, 
wherein SEQ ID NO:417 is a clone designated herein as "DNA561 12-1379". 
20 Figure 418 shows the amino acid sequence (SEQ ID NO:418) derived from the coding sequence of SEQ 

ID NO:417 shown in Figure 417. 

Figure 419 shows a nucleotide sequence (SEQ ID NO:419) of a native sequence PRO1016 cDNA, 
wherein SEQ ID NO:419 is a clone designated herein as -DNA561 13-1378". 

Figure 420 shows the amino acid sequence (SEQ ID NO:420) derived from the coding sequence of SEQ 
25 ID NO:419 shown in Figure 419. 

Figure 421 shows a nucleotide sequence (SEQ ID NO:421) of a native sequence PR0792 cDNA. 
wherein SEQ ID NO:421 is a clone designated herein as "DNA56352-1358". 

Figure 422 shows the amino acid sequence (SEQ ID NO:422) derived from the coding sequence of SEQ 
ID NO:421 shown in Figure 421. 
30 Figure 423 shows a nucleotide sequence (SEQ ID NO:423) of a native sequence PR0938 cDNA, 

wherein SEQ ID NO:423 is a clone designated herein as "DNA56433-1406\ 

Figure 424 shows the amino acid sequence (SEQ ID NO:424) derived from the coding sequence of SEQ 
ID NO:423 shown in Figure 423. 

Figure 425 shows a nucleotide sequence (SEQ ID NO:425) of a native sequence PRO1012 cDNA, 
35 wherein SEQ ID NO:425 is a clone designated herein as "DNA56439-1376\ 

Figure 426 shows the amino acid sequence (SEQ ID NO:426) derived from the coding sequence of SEQ 
ID NO:425 shown in Figure 425. 
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Figure 427 shows a nucleotide sequence (SEQ ID NO:427) of a native sequence PRO1008 cDNA. 
wherein SEQ ID NO:427 is a clone designated herein as "DNA57530-1375". 

Figure 428 shows the amino acid sequence (SEQ ID NO:428) derived from the coding sequence of SEQ 
ID NO:427 shown in Figure 427. 

Figure 429 shows a nucleotide sequence (SEQ ID Np:429) of a native sequence PRO1075 cDNA, 
5 wherein SEQ ID NO:429 is a clone designated herein as "DNA57689-1385\ 

Figure 430 shows the amino acid sequence (SEQ ID NO:430) derived from the coding sequence of SEQ 
ID NO:429 shown in Figure 429, 

Figure 431 shows a nucleotide sequence (SEQ ID NO:431) of a native sequence PRO1007 cDNA, 
wherein SEQ ID NO:431 is a clone designated herein as "DNA57690-1374". 
10 Figure 432 shows the amino acid sequence (SEQ ID NO:432) derived from the coding sequence of SEQ 

ID NO:431 shown in Figure 431. 

Figure 433 shows a nucleotide sequence (SEQ ID NO:433) of a native sequence PRO1056 cDNA, 
wherein SEQ ID NO:433 is a clone designated herein as "DNA57693-1424*'. 

Figure 434 shows the amino acid sequence (SEQ ID NO:434) derived from the coding sequence of SEQ 
15 ID NO:433 shown in Figure 433. 

Figure 435 shows a nucleotide sequence (SEQ ID NO:435) of a native sequence PR0791 cDNA, 
wherein SEQ ID NO:435 is a clone designated herein as "DNA57838-1337". 

Figure 436 shows the amino acid sequence (SEQ ID NO :436) derived from the coding sequence of SEQ 
ID NO:435 shown in Figure 435. 
20 Figure 437 shows a nucleotide sequence (SEQ ID NO:437) of a native sequence PROI 1 1 1 cDNA, 

wherein SEQ ID NO:437 is a clone designated herein as "DNA5872 1-1475". 

Figure 438 shows the amino acid sequence (SEQ ID NO:438) derived from the coding sequence of SEQ 
ID NO:437 shown in Figure 437. 

Figure 439 shows a nucleotide sequence (SEQ ID NO:439) of a native sequence PR0812 cDNA, 
25 wherein SEQ ID NO:439 is a clone designated herein as "DNA59205-142r. 

Figure 440 shows the amino acid sequence (SEQ ID NO:440) derived from the coding sequence of SEQ 
ID NO:439 shown in Figure 439. 

Figure 441 shows a nucleotide sequence (SEQ ID NO:441) of a native sequence PRO1066 cDNA, 
wherein SEQ ID NO:441 is a clone designated herein as "DNA59215-1425". 
30 Figure 442 shows the amino acid sequence (SEQ ID NO:442) derived from the coding sequence of SEQ 

ID NO: 441 shown in Figure 441. 

Figure 443 shows a nucleotide sequence (SEQ ID NO:443) of a native sequence PROI 185 cDNA, 
wherein SEQ ID NO:443 is a clone designated herein as "DNA59220-1514\ 

Figure 444 shows the amino acid sequence (SEQ ID NO:444) derived from the coding sequence of SEQ 
35 ID NO:443 shown in Figure 443. 

Figure 445 shows a nucleotide sequence (SEQ ID NO:445) of a native sequence PRO1031 cDNA, 
wherein SEQ ID NO:445 is a clone designated herein as "DNA59294-138r . 
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Figure 446 shows the amino acid sequence (SEQ ID NO:446) derived from the coding sequenceof SEQ 
ID NO:445 shown in Figure 445. 

Figure 447 shows a nucleotide sequence (SEQ ID NO:447) of a native sequence PRO1360 cDNA, 
wherein SEQ ID NO:447 is a clone designated herein as "DNA59488-1603". 

Figure 448 shows the amino acid sequence (SEQ ID NO:448) derived from the coding sequence of SEQ 
5 ID NO:447 shown in Figure 447, 

Figure 449 shows a nucleotide sequence (SEQ ID NO:449) of a native sequence PRO1309 cDNA, 
wherein SEQ ID NO:449 is a clone designated herein as "DNA59588-157r. 

Figure 450 shows the amino acid sequence (SEQ ID NO:450) derived from the coding sequence of SEQ 
ID NO:449 shown in Figure 449. 
10 Figure 451 shows a nucleotide sequence (SEQ ID NO:451) of a native sequence PRO 1107 cDNA. 

wherein SEQ ID NO:451 is a clone designated herein as **DNA59606-147r . 

Figure 452 shows the amino acid sequence (SEQ ID NO:452) derived from the coding sequence of SEQ 
ID NO:451 shown in Figure 451. 

Figure 453 shows a nucleotide sequence (SEQ ID NO:453) of a native sequence PR0836 cDNA, 
15 wherein SEQ ID NO:453 is a clone designated herein as "DNA59620-1463". 

Figure 454 shows the amino acid sequence (SEQ ID NO:454) derived from the coding sequence of SEQ 
ID NO:453 shown in Figure 453. 

Figure 455 shows a nucleotide sequence (SEQ ID NO:455) of a native sequence PR01132 cDNA, 
wherein SEQ ID NO:455 is a clone designated herein as **DNA59767-1489". 
20 Figure 456 shows the amino acid sequence (SEQ ID NO:456) derived from the coding sequence of SEQ 

ID NO:455 shown in Figure 455. 

Figure 457 shows a nucleotide sequence (SEQ ID NO:457) of a native sequence PR01131 cDNA, 
wherein SEQ ID NO:457 is a clone designated herein as "DNA59777-1480". 

Figure 458 shows the amino acid sequence (SEQ ID NO:458) derived from the coding sequence of SEQ 
25 ID NO:457 shown in Figure 457. 

Figure 459 shows a nucleotide sequence (SEQ ID NO:459) of a native sequence PRO1130 cDNA, 
wherein SEQ ID NO:459 is a clone designated h^. in as "DNA59814-1486". 

Figure 460 shows the amino acid sequence (SEQ ID NO:460) derived from the coding sequence of SEQ 
ID NO:459 shown in Figure 459. 
30 Figure 461 shows a nucleotide sequence (SEQ ID NO:461) of a native sequence PR0844 cDNA, 

wherein SEQ ID NO:461 is a clone designated herein as *'DNA59839-146r. 

Figure 462 shows the amino acid sequence (SEQ ID NO:462) derived from the coding sequence of SEQ 
ID NO:461 shown in Figure 461. 

Figure 463 shows a nucleotide sequence (SEQ ID NO:463) of a native sequence PR01154 cDNA, 
35 wherein SEQ ID NO:463 is a clone designated herein as **DNA59846-1503". 

Figure 464 shows the amino acid sequence (SEQ ID NO:464) derived from the coding sequence of SEQ 
ID NO: 463 shown in Figure 463. 
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Figure 465 shows a nucleotide sequence (SEQ ID NO:465) of a native sequence PR01181 cDNA, 
wherein SEQ ID NO:465 is a clone designated herein as "DNA59847-151 1". 

Figure 466 shows the amino acid sequence (SEQ ID NO:466) derived from the coding sequence of SEQ 
ID NO:465 shown in Figure 465. 

Figure 467 shows a nucleotide sequence (SEQ ID NO:467) of a native sequence PRO 1126 cDNA, 
5 wherein SEQ ID NO:467 is a clone designated herein as "DNA60615-1483". 

Figure 468 shows the amino acid sequence (SEQ ID NO:468) derived from the coding sequence of SEQ 
ID NO:467 shown in Figure 467. 

Figure 469 shows a nucleotide sequence (SEQ ID NO:469) of a native sequence PROl 186 cDNA, 
wherein SEQ ID NO:469 is a clone designated herein as •'DNA60621-1516", 
10 Figure 470 shows the amino acid sequence (SEQ ID NO:470) derived from the coding sequence of SEQ 

ID NO: 469 shown in Figure 469. 

Figure 471 shows a nucleotide sequence (SEQ ID NO:471) of a native sequence PROl 198 cDNA, 
wherein SEQ ID NO:471 is a clone designated herein as "DNA60622-1525", 

Figure 472 shows the amino acid sequence (SEQ ID NO:472) derived from the coding sequence of SEQ 
15 ID NO:471 shown in Figure 471. 

Figure 473 shows a nucleotide sequence (SEQ ID NO:473) of a native sequence PROl 159 cDNA, 
wherein SEQ ID NO:473 is a clone designated herein as "DNA60627-1508". 

Figure 474 shows the amino acid sequence (SEQ ID NO:474) derived from the coding sequence of SEQ 
ID NO:473 shown in Figure 473. 
20 ' Figure 475 shows a nucleotide sequence (SEQ ID NO:475) of a native sequence PR01265 cDNA, 

wherein SEQ ID NO:475 is a clone designated herein as "DNA60764-1533". 

Figure 476 shows the amino acid sequence (SEQ ID NO:476) derived from the coding sequence of SEQ 
ID NO:475 shown m Figure 475. 

Figure 477 shows a nucleotide sequence (SEQ ID NO:477) of a native sequence PRO1250 cDNA, 
25 wherein SEQ ID NO:477 is a clone designated herein as "DNA60775-1532". 

Figure 478 shows the amino acid sequence (SEQ ID NO:478) derived from the coding sequence of SEQ 
ID NO:477 shown in Figure 477. 

Figure 479 shows a nucleotide sequence (SEQ ID NO:479) of a native sequence PR01475 cDNA, 
wherein SEQ ID NO:479 is a clone designated herein as "DNA61 185-1646". 
30 Figure 480 shows the amino acid sequence (SEQ ID NO:480) derived from the coding sequence of SEQ 

ID NO:479 shown in Figure 479. 

Figure 481 shows a nucleotide sequence (SEQ ID NO:481) of a native sequence PR01312 cDNA, 
wherein SEQ ID NO:481 is a clone designated herein as *'DNA61873-1574". 

Figure 482 shows the amino acid sequence (SEQ ID NO:482) derived from the coding sequence of SEQ 
35 ID NO:481 shown in Figure 481 . 

Figure 483 shows a nucleotide sequence (SEQ ID NO:483) of a native sequence PRO1308 cDNA, 
wherein SEQ ID NO:483 is a clone designated herein as "DNA62306-1570". 
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Figure 484 shows the amino acid sequence (SEQ ID NO:484) derived from the coding sequence of SEQ 
ID NO:483 shown in Figure 483. 

Figure 485 shows a nucleotide sequence (SEQ ID NO:485) of a native sequence PR01326 cDNA, 
wherein SEQ ID NO:485 is a clone designated herein as **DNA62808-1582". 

Figure 486 shows the amino acid sequence (SEQ ID NO:486) derived from the coding sequence of SEQ 
5 ID NO:485 shown in Figure 485. 

Figure 487 shows a nucleotide sequence (SEQ ID NO:487) of a native sequence PROl 192 cDNA, 
wherein SEQ ID NO:487 is a clone designated herein as *'DNA62814-152r . 

Figure 488 shows the amino acid sequence (SEQ ID NO:488) derived from the coding sequence of SEQ 
ID NO:487 shown in Figure 487. 
10 Figure 489 shows a nucleotide sequence (SEQ ID NO:489) of a native sequence PROI246 cDNA, 

wherein SEQ ID NO;489 is a clone designated herein as "DNA64885-1529\ 

Figure 490 shows the amino acid sequence (SEQ ID NO:490) derived from the coding sequence of SEQ 
ID NO:489 shown in Figure 489. 

Figure 491 shows a nucleotide sequence (SEQ ID NO:491) of a native sequence PR01356 cDNA, 
15 wherein SEQ ID NO:491 is a clone designated herein as "DNA64886-160r . 

Figure 492 shows the amino acid sequence (SEQ ID NO:492) derived from the coding sequence of SEQ 
ID NO:491 shown in Figure 491. 

Figure 493 shows a nucleotide sequence (SEQ ID NO:493) of a native sequence PR01275 cDNA, 
wherein SEQ^D NO:493 is a clone designated herein as "DNA64888-1542". 
20 Figure 494 shows the amino acid sequence (SEQ ID NO:494) derived from the coding sequence of SEQ 

ID NO:493 shown in Figure 493. 

Figure 495 shows a nucleotide sequence (SEQ ID NO:495) of a native sequence PR01274 cDNA, 
wherein SEQ ID NO:495 is a clone designated herein as "DNA64889-154r . 

Figure 496 shows the amino acid sequence (SEQ ID NO:496) derived from the coding sequence of SEQ 
25 ID NO:495 shown in Figure 495. 

Figure 497 shows a nucleotide sequence (SEQ ID NO:497) of a native sequence PR01358 cDNA, 
wherein SEQ ID NO:497 is a clone designated herein as "DNA64890-1612". 

Figure 498 shows the amino acid sequence (SEQ ID NO:498) derived from the coding sequence of SEQ 
ID NO:497 shown in Figure 497. 
30 Figure 499 shows a nucleotide sequence (SEQ ID NO:499) of a native sequence PR01286 cDNA. 

wherein SEQ ID NO:499 is a clone designated herein as "DNA64903-1553". 

Figure 500 shows the amino acid sequence (SEQ ID NO:500) derived from the coding sequence of SEQ 
ID NO:499 shown in Figure 499. 

Figure 501 shows a nucleotide sequence (SEQ ID NO:501) of a native sequence PR01294 cDNA, 
35 wherein SEQ ID NO:501 is a clone designated herein as "DNA64905-1558". 

Figure 502 shows the amino acid sequence (SEQ ID NO: 502) derived from the coding sequence of SEQ 
ID NO:501 shown in Figure 501. 
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Figure 503 shows a nucleotide sequence (SEQ ID NO:503) of a native sequence PR01273 cDNA. 
wherein SEQ ID NO:503 is a clone designated herein as "DNA65402-1540". 

Figure 504 shows the amino acid sequence (SEQ ID NO:504) derived from the coding sequence of SEQ 
ID NO:503 shown in Figure 503. 

Figure 505 shows a nucleotide sequence (SEQ ID NO:505) of a native sequence PR01279 cDNA, 
5 wherein SEQ ID NO:505 is a clone designated herein as •'DNA65405-1547". 

Figure 506 shows the amino acid sequence (SEQ ID Nd:506) derived from the coding sequence of SEQ 
ID NO:505 shown in Figure 505. 

Figure 507 shows a nucleotide sequence (SEQ ID NO:507) of a native sequence PRO 1195 cDNA, 
wherein SEQ ID NO:507 is a clone designated herein as "DNA65412-1523". 
10 Figure 508 shows the amino acid sequence (SEQ ID NO:508) derived from the coding sequence of SEQ 

ID NO: 507 shown in Figure 507. 

Figure 509 shows a nucleotide sequence (SEQ ID NO:509) of a native sequence PR01271 cDNA, 
wherein SEQ ID NO:509 is a clone designated herein as "DNA66309-1538\ 

Figure 5 10 shows the amino acid sequence (SEQ ID NO:5 10) derived from the coding sequence of SEQ 
15 ID NO:509 shown in Figure 509. 

Figure 511 shows a nucleotide sequence (SEQ ID NO:51 1) of a native sequence PR01338 cDNA, 
wherein SEQ ID NO:511 is a clone designated herein as "DNA66667-1596". 

Figure 512 shows the amino acid sequence (SEQ ID NO:5 12) derived from the coding sequence of SEQ 
ID NO:511 shown in Figure 511. 
20 Figure 513 shows a nucleotide sequence (SEQ ID NO:513) of a native sequence PR01343 cDNA. 

wherein SEQ ID NO:513 is a clone designated herein as "DNA66675-1587". 

Figure 5 14 shows the amino acid sequence (SEQ ID NO: 5 14) derived from the coding sequence of SEQ 
ID NO:513 shown in Figure 513. 

Figure 515 shows a nucleotide sequence (SEQ ID NO:515) of a native sequence PR01434 cDNA, 
25 wherein SEQ ID NO:515 is a clone designated herein as "DNA6881 8-2536". 

Figure 516 shows the amino acid sequence (SEQ ID NO:516) derived from the coding sequence of SEQ 
ID NO:515 shown in Figure 515. 

Figure 517 shows a nucleotide sequence (SEQ ID NO:517) of a native sequence PR01418 cDNA, 
wherein SEQ ID NO:517 is a clone designated herein as "DNA68864-1629". 
30 Figure 5 1 8 shows the amino acid sequence (SEQ ID NO:5 1 8) derived from the coding sequence of SEQ 

ID NO:517 shown in Figure 517. 

Figure 519 shows a nucleotide sequence (SEQ ID NO:519) of a native sequence PR01387 cDNA. 
wherein SEQ ID NO:519 is a clone designated herein as "DNA68872-1620". 

Figure 520 shows the amino acid sequence (SEQ ID NO:520) derived from the coding sequence of SEQ 
35 ID NO: 5 1 9 shown in Figure 5 19. 

Figure 521 shows a nucleotide sequence (SEQ ID NO:521) of a native sequence PR01384 cDNA, 
wherein SEQ ID NO:521 is a clone designated herein as ''DNA71 159-1617". 
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Figure 522 shows the amino acid sequence (SEQ ID NO:522) derived from the coding sequence of SEQ 
ID NO:521 shown in Figure 521. 

Figure 523 shows a nucleotide sequence (SEQ ID NO:523) of a native sequence PR01565 cDNA, 
wherein SEQ ID NO:523 is a clone designated herein as •'DNA73727-1673". 

Figure 524 shows the amino acid sequence (SEQ ID NO:524) derived from the coding sequence of SEQ 
5 ID NO:523 shown in Figure 523. 

Figure 525 shows a nucleotide sequence (SEQ ID NO:525) of a native sequence PR01474 cDNA, 
wherein SEQ ID NO:525 is a clone designated herein as "DNA73739-1645". 

Figure 526 shows the amino acid sequence (SEQ ID NO:526) derived from the coding sequence of SEQ 
ID NO:525 shown in Figure 525. 
10 Figure 527 shows a nucleotide sequence (SEQ ID NO:527) of a native sequence PR01917 cDNA, 

wherein SEQ ID NO: 527 is a clone designated herein as '•DNA76400-2528\ 

Figure 528 shows the amino acid sequence (SEQ ID NO:528) derived from the coding sequence of SEQ 
ID NO: 527 shown in Figure 527. 

Figure 529 shows a nucleotide sequence (SEQ ID NO:529) of a native sequence PR01787 cDNA, 
15 wherein SEQ ID NO:529 is a clone designated herein as "DNA765 10-2504". 

Figure 530 shows the amino acid sequence (SEQ ID NO:530) derived from the coding sequence of SEQ 
ID NO: 529 shown in Figure 529. 

Figure 531 shows a nucleotide sequence (SEQ ID NO:531) of a native sequence PR01556 cDNA, 
wherein SEQ ID NO:531 is a clone designated herein as "DNA76529-1666". 
20 Figure 532 shows the amino acid sequence (SEQ ID NO: 532) derived from the codmg sequence of SEQ 

ID NO:531 shown in Figure 531. 

Figure 533 shows a nucleotide sequence (SEQ ID NO:533) of a native sequence PR01561 cDNA, 
wherein SEQ ID NO:533 is a clone designated herein as "DNA76538-1670". 

Figure 534 shows the amino acid sequence (SEQ ID NO:534) derived from the coding sequence of SEQ 
25 ID NO:533 shown in Figure 533. 

Figure 535 shows a nucleotide sequence (SEQ ID NO:535) of a native sequence PR01693 cDNA, 
wherein SEQ ID NO:535 is a clone designated herein as '•DNA77301-1708". 

Figure 536 shows the amino acid sequence (SEQ ID NO:536) derived from the coding sequence of SEQ 
ID NO:535 shown in Figure 535. 
30 Figure 537 shows a nucleotide sequence (SEQ ID NO:537) of a native sequence PR01868 cDNA, 

wherein SEQ ID NO:537 is a clone designated herein as **DNA77624-2515". 

Figure 538 shows the amino acid sequence (SEQ ID NO:538) derived from the coding sequence of SEQ 
ID NO:537 shown in Figure 537. 

Figure 539 shows a nucleotide sequence (SEQ ID NO:539) of a native sequence PRO1890 cDNA. 
35 wherein SEQ ID NO:539 is a clone designated herein as "DNA79230-2525". 

Figure 540 shows the amino acid sequence (SEQ ID NO:540) derived from the coding sequence of SEQ 
ID NO:539 shown in Figure 539. 
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Figure 541 shows a nucleotide sequence (SEQ ID NO:541) of a native sequence PR01887 cDNA, 
wherein SEQ ID NO:541 is a clone designated herein as "DNA79862-2522". 

Figure 542 shows the amino acid sequence (SEQ ID NO:542) derived from the coding sequence of SEQ 
ID NO:541 shown in Figure 541. 

Figure 543 shows a nucleotide sequence (SEQ ID NO:543) of a native sequence PR04353 cDNA, 
5 wherein SEQ ID NO:543 is a clone designated herein as "DNA80 145-2594". 

Figure 544 shows the amino acid sequence (SEQ ID NO:544) derived from the coding sequence of SEQ 
ID NO: 543 shown in Figure 543. 

Figure 545 shows a nucleotide sequence (SEQ ID NO:545) of a native sequence PRO1801 cDNA, 
wherein SEQ ID NO:545 is a clone designated herein as "DNA83500-2506". 
10 Figure 546 shows the amino acid sequence (SEQ ID NO:546) derived from the coding sequence of SEQ 

ID NO:545 shown in Figure 545. 

Figure 547 shows a nucleotide sequence (SEQ ID NO:547) of a native sequence FR04357 cDNA, 
wherein SEQ ID NO:547 is a clone designated herein as "DNA84917-2597". 

Figure 548 shows the amino acid sequence (SEQ ID NO:548) derived from the coding sequence of SEQ 
15 ID NO: 547 shown in Figure 547. 

Figure 549 shows a nucleotide sequence (SEQ ID NO:549) of a native sequence PRO4302 cDNA, 
wherein SEQ ID NO:549 is a clone designated herein as "DNA922 18-2554". 

Figure 550 shows the amino acid sequence (SEQ ID NO:550) derived from the coding sequence of SEQ 
ID NO:549 shown in Figure 549. 

20 

DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
I. Definitions 

The terms "PRO polypeptide" and "PRO" as used herein and when immediately followed by a 
numerical designationrefer to various polypeptides, whereinthe complete designation (i.e., PRO/number) refers 

25 to specific polypeptide sequences as described herein. The terms "PRO/number polypeptide" and 
"PRO/number" wherein the term "number" is provided as an actual numerical designation as used herein 
encompass native sequence polypeptides and polypeptide variants (which are further defined herein). The PRO 
polypeptides described herein may be isolated from a variety of sources, such as from human tissue types or 
from another source, or prepared by recombinant or synthetic methods. The term "PRO polypeptide" refers to 

30 each individual PRO/number polypeptide disclosed herein. All disclosures in this specification which refer to 
the "PRO polypeptide" refer to each of the polypeptides individually as well as jointly. For example, 
descriptions of the preparation of, purification of, derivation of, formation of antibodies to or against, 
administration of, compositions containing, treatment of a disease with, etc., pertain to each polypeptide of the 
invention individually. The term ''PRO polypeptide" also includes variants of the PRO/number polypeptides 

35 disclosed herein. 

A "native sequence PRO polypeptide" comprises a polypeptide having the same amino acid sequence 
as the corresponding PRO polypeptide derived from nature. Such native sequence PRO polypeptides can be 
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isolated froimiature or can be produced by recombinant or synthetic means. The term "native sequence PRO 
polypeptide" specifically encompasses naturally-occurring truncated or secreted forms of the specific PRO 
polypeptide (e,g., an extracellular domain sequence), naturally-occurring variant forms (e.g., alternatively 
spliced forms) and naturally-occurring allelic variants of the polypeptide. In various embodiments of the 
invention, the native sequence PRO polypeptides disclosed herein are mature or full-length native sequence 
5 polypeptides comprising the fiill-length amino acids sequences shown in the accompanying figures. Start and 
stop codons are shown in bold font and underlined in the figures. However, while the PRO polypeptide 
disclosed in the accompanying figures are shown to begin with methionine residues designated herein as amino 
acid position I in the figures, it Is conceivable and possible that other methionine residues located either upstream 
or downstream from the amino acid position 1 inthe figures may be employed as the starting amino acid residue 

10 for the PRO polypeptides. 

The PRO polypeptide "extracellular domain" or "ECD** refers to a form of the PRO polypeptide which 
is essentially free of the transmembrane and cytoplasmic domains. Ordinarily, a PRO polypeptide ECD will have 
less than 1 % of such transmembrane and/or cytoplasmic domains and preferably, will have less than 0.5% of 
such domains. It will be understood that any transmembrane domains identified for the PRO polypeptides of 

15 the present invention are identified pursuant to criteria routinely employed in the art for identifying that type of 
hydrophobic domain. The exact boundaries of a transmembrane domain may vary but most likely by no more 
than about 5 amino acids at either end of the domain as initially identified herein. Optionally, therefore, an 
extracellular domain of a PRO polypeptide may contain from about 5 or fewer amino acids on either side of the 
transmembrane domain/extracellular domain boundary as identified in the Examples or specification and such 

20 polypeptides, with or without the associated signal peptide, and nucleic acid encoding them, are comtemplated 
by the present invention. 

The approximate location of the "signal peptides" of the various PRO polypeptides disclosed herein are 
shown in the present specification and/or the accompanying figures. It is noted, however, that the C-terminal 
boundary of a signal peptide may vary, but most likely by no more than about 5 amino acids on either side of 

25 the signal peptide C-terminal boundary as initially identified herein, wherein the C-terminal boundary of the 
signal peptide may be identified pursuant to criteria routinely employed in the art for identifying that type of 
amino acid sequence element (e.g., Nielsen et al., Prot. Eng. 10: 1-6 (1997) and von Heinje et al., Nucl. Acids. 
)Res. 14:4683-4690 (1986)). Moreover, it is also recognized that, in some cases, cleavage of a signal sequence 
from a secreted polypeptide is not entirely uniform, resulting in more than one secreted species. These mamre 

30 polypeptides, where the signal peptide is cleaved within no more than about 5 amino acids on either side of the 
C-terminal boundary of the signal peptide as identified herein, and the polynucleotides encoding them, are 
contemplated by the present invention. 

"PRO polypeptide variant" means an active PRO polypeptide as defmed above or below having at least 
about 80% amino acid sequence identity with a full-length native sequence PRO polypeptide sequence as 

35 disclosed herein, a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a PRO polypeptide, with or without the signal peptide, as disclosed herein or any otfier fragment of 
a fiill-length PRO polypeptide sequence as disclosed herein. Such PRO polypeptide variants include, for 
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instance, PRO polypeptides wherein one or more amino acid residues are added, or deleted, at the N- or C- 
terminus of the full-length native amino acid sequence. Ordinarily, a PRO polypeptide variant will have at least 
about 80% amino acid sequence identity, alternatively at least about 81% amino acid sequence identity, 
alternatively at least about 82% amino acid sequence identity, alternatively at least about 83% amino acid 
sequence identity, alternatively at least about 84% amino acid sequence identity, alternatively at least about 85% 
5 amino acid sequence identity, alternatively at least about 86% amino acid sequence identity, alternatively at least 
about 87% amino acid sequence identity, alternatively at least about 88% amino acid sequence identity, 
alternatively at least about 89% amino acid sequence identity, alternatively at least about 90% amino acid 
sequence identity, alternatively at least about 91 % amino acid sequence identity, alternatively at least about 92 % 
amino acid sequence identity, alternatively at least about 93 % amino acid sequence identity, alternatively at least 

10 about 94% amino acid sequence identity, alternatively at least about 95% amino acid sequence identity, 
alternatively at least about 96% amino acid sequence identity, alternatively at least about 97% amino acid 
sequence identity, alternatively at least about 98% amino acid sequence identity and alternatively at least about 
99% amino acid sequence identity to a fiilMength native sequence PRO polypeptide sequence as disclosed herein, 
a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular domain of a PRO 

15 polypeptide, with or without the signal peptide, as disclosed herein or any other specifically defined fragment 
of a full-length PRO polypeptide sequence as disclosed herein. Ordinarily, PRO variant polypeptides are at least 
about 10 amino acids in length, alternatively at least about 20 amino acids in length, ahematively at least about 
30 amino acids in length, alternatively at least about 40 amino acids in length, alternatively at least about 50 
amino acids in length, alternatively at least about 60 amino acids in length, alternatively at least about 70 amino 

20 acids in length, alternatively at least about 80 amino acids in length, alternatively at least about 90 amino acids 
in length, alternatively at least about 100 amino acids in length, alternatively at least about 150 amino acids in 
length, alternatively at least about 200 amino acids in length, alternatively at least about 300 amino acids in 
length, or more. 

"Percent (%) amino acid sequence identity" with respect to the PRO polypeptide sequences identified 
25 herein is defined as the percentage of amino acid residues in a candidate sequence that are identical with the 
amino acid residues in the specific PRO polypeptide sequence, after aligning the sequences and introducing gaps, 
if necessary, to achieve the maximum percent sequence identity, and not considering any conservative 
substitutions as part of the sequence identity. Alignment for purposes of determining percent amino acid 
sequence identity can be achieved in various ways that are within the skill in the art, for instance, using publicly 
30 available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) software. Those 
skilled in the art can determine appropriate parameters for measuring alignment, including any algorithms needed 
to achieve maximal alignment over the full length of the sequences being compared. For purposes herein, 
however, % amino acid sequence identity values are generated using the sequence comparison computer program 
ALIGN-2, wherein the complete source code for the ALIGN-2 program is provided in Table 1 below. The 
35 ALIGN-2 sequence comparison computer program was authored by Genentech, Inc. and the source code shown 
in Table 1 below has been filed with user documentation in the U.S. Copyright Office, Washington D.C. , 20559, 
where it is registered under U.S. Copyright Registration No. TXU510087. The ALIGN-2 program is publicly 
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available through Genentech, Inc., South San Francisco, California or may be compiled from the source code 
provided in Table 1 below. The ALIGN-2 program should be compiled for use on a UNIX operating system, 
preferably digital UNIX V4.0D. All sequence comparison parameters are set by the ALIGN-2 program and 
do not vary. 

In situations where ALIGN-2 is employed for amino acid sequence comparisons, the % amino acid 
5 sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B (which 
can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino acid 
sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

100 times the fraction X/Y 

10 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
ALlGN-2 in that program's alignment of A and B, and where Y is the total number of amino acid residues in 
B. It will be appreciated that where the length of amino acid sequence A is not equal to the length of amino acid 
sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity of 

15 B to A. As examples of % amino acid sequence identity calculations using this method, Tables 2 and 3 
demonstrate how to calculate the % amino acid sequence identity of the amino acid sequence designated 
"Comparison Protein" to the amino acid sequence designated "PRO", wherein "PRO" represents the amino acid 
sequence of a hypothetical PRO polypeptide of interest, "Comparison Protein" represents the amino acid 
sequence of a polypeptide against which the "PRO" polypeptide of interest is being compared, and "X. "Y" and 

20 **Z" each represent different hypothetical amino acid residues. 

Unless specifically stated otherwise, all % amino acid sequence identity values used herein are obtained 
as described in the inmiediately preceding paragraph using the ALIGN-2 computer program. However, % amino 
acid sequence identity values may also be obtained as described below by using the WU-BLAST-2 computer 
program (Altschul et al.. Methods in Enzvmologv 266:460-480 (1996)). Most of the WU-BLAST-2 search 

25 parameters are set to the default values. Those not set to default values, i.e., the adjustable parameters, are set 
with the following values: overlap span = 1, overlap fraction = 0.125. word threshold (T) = 11, and scoring 
matrix = BLOSUM62. When WU-BLAST-2 is employed, a % amino acid sequence identity value is 
determined by dividing (a) the number of matching identical amino acid residues between the amino acid 
sequence of the PRO polypeptide of interest having a sequence derived from the native PRO polypeptide and 

30 the comparison amino acid sequence of interest (i.e., the sequence against which the PRO polypeptide of interest 
is being compared which may be a PRO variant polypeptide) as determined by WU-BLAST-2 by (b) the total 
number of amino acid residues of the PRO polypeptide of interest. For example, in the statement "a polypeptide 
comprising an the amino acid sequence A which has or having at least 80% amino acid sequence identity to the 
amino acid sequence B", the amino acid sequence A is the comparison amino acid sequence of interest and the 

35 amino acid sequence B is the amino acid sequence of the PRO polypeptide of interest. 

Percent amino acid sequence identity may also be determined using the sequence comparison program 
NCBI-BLAST2 (Altschul et al.. Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
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comparison program may be downloaded from http://www.ncbi.nlm.nih.gov or otherwise obtained from the 
National Institute of Health, Bethesda, MD. NCBI-BLAST2 uses several search parameters, wherein all of those 
search parameters are set to default values including, for example, unmask = yes, strand = all, expected 
occurrences = 10, minimum low complexity length = 15/5, multi-pass e-value = 0.01, constant for multi*pass 
= 25, dropoff for final gapped alignment = 25 and scoring matrix = BLOSUM62. 
5 In situations where NCB1-BLAST2 is enq)loyed for amino acid sequence comparisons, the % amino 

acid sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B 
(which can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino 
acid sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

10 — 100 times the fraction X/Y 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
NCBI-BLAST2 in that program's alignment of A and B, and where Y is the total number of amino acid residues 
in B. It will be appreciated that where the length of amino acid sequence A is not equal to the length of amino 
15 acid sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity 
of B to A. 

"PRO variant polynucleotide" or "PRO variant nucleic acid sequence" means a nucleic acid molecule 
which encodes an active PRO polypeptide as defined below and which has at least about 80% nucleic acid 
sequence identity with a nucleotide acid sequence encoding a full-length native sequence PRO polypeptide 

20 sequence as disclosed herein, a full-length native sequence PRO pol3^eptide sequence lacking the signal peptide 
as :disclosed herein, an extracellular domain of a PRO polypeptide, with or without the signal peptide, as 
disclosed herein or any other fragment of a full-length PRO polypeptide sequence as disclosed herein. 
Ordinarily, a PRO variant polynucleotide will have at least about 80% nucleic acid sequence identity, 
alternatively at least about 81% nucleic acid sequence identity, alternatively at least about 82% nucleic acid 

25 sequence identity, alternatively at least about 83 % nucleic acid sequence identity, alternatively at least about 84 % 
nucleic acid sequence identity, alternatively at least about 85% nucleic acid sequence identity, alternatively at 
least about 86% nucleic acid sequence identity, alternatively at least about 87% nucleic acid sequence identity, 
alternatively at least about 88% nucleic acid sequence identity, alternatively at least about 89% nucleic acid 
sequence identity, alternatively at least about 90% nucleic acid sequence identity, alternatively at least about 91 % 

30 nucleic acid sequence identity, alternatively at least about 92% nucleic acid sequence identity, alternatively at 
least about 93% nucleic acid sequence identity, alternatively at least about 94% nucleic acid sequence identity, 
alternatively at least about 95% nucleic acid sequence identity, alternatively at least about 96% nucleic acid 
sequence identity, alternatively at least about 97 % nucleic acid sequence identity, alternatively at least about 98 % 
nucleic acid sequence identity and alternatively at least about 99% nucleic acid sequence identity with a nucleic 

35 acid sequence encoding a full-length native sequence PRO polypeptide sequence as disclosed herein, a full-length 
native sequence PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular domain 
of a PRO polypeptide, with or without the signal sequence, as disclosed herein or any other fragment of a fiiU- 
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length PRO polypeptide sequence as disclosed herein. Variants do not encompass the native nucleotide 
sequence. 

Ordinarily, PRO variant polynucleotides are at least about 30 nucleotides in length, alternatively at least 
about 60 nucleotides in length, alternatively at least about 90 nucleotides in length, alternatively at least about 
120 nucleotides in length, alternatively at least about 150 nucleotides in length, alternatively at least about 180 
5 nucleotides in length, alternatively at least about 210 nucleotides in length, alternatively at least about 240 
nucleotides in length, alternatively at least about 270 nucleotides in length, alternatively at least about 300 
nucleotides in length, alternatively at least about 450 nucleotides in length, alternatively at least about 600 
nucleotides in length, alternatively at least about 900 nucleotides in length, or more. 

"Percent (%) nucleic acid sequence identity" with respect to PRC-encoding nucleic acid sequences 

10 identified herein is defined as the percentage of nucleotides in a candidate sequence that are identical with the 
nucleotides in the PRO nucleic acid sequence of interest, after aligning the sequences and introducing gaps, if 
necessary, to achieve the maximum percent sequence identity. Alignment for purposes of determining percent 
nucleic acid sequence identity can be achieved in various ways that are within the skill in the art, for instance, 
using publicly available computer software such as BLAST. BLAST-2, ALIGN or Megalign (DNASTAR) 

15 software. For purposes herein, however, % nucleic acid sequence identity values are generated using the 
sequence comparison computer program ALIGN-2, wherein the complete source code for the ALIGN-2 program 
is provided in Table 1 below. The ALIGN-2 sequence comparison computer program was authored by 
Genentech, Inc. and the source code shown in Table 1 below has been filed with user documentation in the U.S. 
Copyright Office, Washington D.C., 20559, where it is registered under U.S. Copyright Registration No. 

20 TXU5 10087. The ALlGN-2 program is publicly available through Genentech, Inc., South San Francisco. 
California or may be compiled from the source code provided in Table 1 below. The ALIGN-2 program should 
be compiled for use on a UNIX operating system, preferably digital UNIX V4.0D. All sequence comparison 
parameters are set by the ALIGN-2 program and do not vary. 

In situations where ALIGN-2 is employed for nucleic acid sequence comparisons, the % nucleic acid 

25 sequence identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which 
can alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 
sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 



30 



100 times the fraction W/Z 



where W is the number of nucleotides scored as identical matches by the sequence alignment program ALIGN-2 
in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will be 
appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
35 C. As examples of % nucleic acid sequence identity calculations. Tables 4 and 5, demonstrate how to calculate 
the % nucleic acid sequence identity of the nucleic acid sequence designated "Comparison DNA" to the nucleic 
acid sequence designated "PRO-DNA**, wherein "PRO-DNA" represents a hypothetical PRO-encoding nucleic 
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acid sequence of interest, "Comparison DNA" represents the nucleotide sequence of a nucleic acid molecule 
against which the "PRO-DNA" nucleic acid molecule of interest is being compared, and "N", "L" and "V" each 
represent different hypothetical nucleotides. 

Unless specifically stated otherwise, all % nucleic acid sequence identity values used herein are obtained 
as described in the immediately preceding paragraph using the ALIGN-2 computer program. However, % 
5 nucleic acid sequence identity values may also be obtained as described below by using the WU-BLAST-2 
computer program (Altschul et ah. Methods in Enzvmologv 266:460-480 (1996)). Most of the WU-BLAST-2 
search parameters are set to the default values. Those not set to default values, i.e., the adjustable parameters, 
are set with the following values: overlap span = 1, overlap fraction = 0.125, word threshold (T) = 11, and 
scoring matrix = BLOSUM62. When WU-BLAST-2 is employed, a % nucleic acid sequence identity value 

10 is determined by dividing (a) the number of matching identical nucleotides between the nucleic acid sequence 
of the PRO polypeplide-encoding nucleic acid molecule of interest having a sequence derived from the native 
sequence PRO polypeptide-encoding nucleic acid and the comparison nucleic acid molecule of interest (i.e., the 
sequence against which the PRO polypeptide-encoding nucleic acid molecule of interest is being compared which 
may be a variant PRO polynucleotide) as determined by WU-BLAST-2 by (b) the total number of nucleotides 

15 of the PRO polypeptide-encoding nucleic acid molecule of interest. For example, in the statement "an isolated 
nucleic acid molecule comprising a nucleic acid sequence A which has or having at least 80% nucleic acid 
sequence identity to the nucleic acid sequence B", the nucleic acid sequence A is the conq)arison nucleic acid 
molecule of interest and the nucleic acid sequence B is the nucleic acid sequence of the PRO polypeptide- 
encoding nucleic acid molecule of interest. 

20 Percent nucleic acid sequence identity may also be determined using the sequence comparison program 

NCBI-BLAST2 (Altschu} et al.. Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
comparison program may be downloaded from http://www.ncbi.nlm.nih.gov or otherwise obtained from the 
National Institute of Health, Bethesda, MD. NCBI-BLAST2 uses several search parameters, wherein all of those 
search parameters are set to default values including, for example, unmask = yes, strand = all, expected 

25 occurrences = 10, minimum low complexity length = 15/5, multi-pass e-value = 0.01, constant for multi-pass 
= 25, dropoff for final gapped alignment = 25 and scoring matrix = BLOSUM62. 

In situations where NCBI-BLAST2 is employed for sequence comparisons, the % nucleic acid sequence 
identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which can 
alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 

30 sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

where W is the number of nucleotides scored as identical matches by the sequence aligrunent program NCBI- 
35 BLAST2 in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will 
be appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal die % nucleic acid sequence identity of D to 
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C. 

In other embodiments, PRO variant polynucleotides are nucleic acid molecules that encode an active 
PRO polypeptide and which are capable of hybridizing, preferably under stringent hybridization and wash 
conditions, to nucleotide sequences encoding a full-length PRO polypeptide as disclosed herein. PRO variant 
polypeptides may be those that are encoded by a PRO variant polynucleotide. 
5 "Isolated, " when used to describe the various polypeptides disclosed herein, means polypeptide that has 

been identified and separated and/or recovered from a component of its natural environment. Contaminant 
components of its namral environment are materials that would typically interfere with diagnostic or therapeutic 
uses for the polypeptide, and may include enzymes, hormones, and other proteinaceous or non-proteinaceous 
solutes. In preferred embodiments, the polypeptide will be purified (1) to a degree sufficient to obtain at least 

10 15 residues of N-terminal or internal amino acid sequence by use of a spinning cup sequenator, or (2) to 
homogeneity by SDS-PAGE under non-reducing or reducing conditions using Coomassie blue or, preferably, 
silver stain. Isolated polypeptide includes polypeptide in situ within recombinant cells, since at least one 
component of the PRO polypeptide natural environment will not be present. Ordinarily, however, isolated 
polypeptide will be prepared by at least one purification step. 

15 An "isolated" PRO polypeptide-encoding nucleic acid or other polypeptide-encoding nucleic acid is a 

nucleic acid molecule that is identified and separated from at least one contaminant nucleic acid molecule with 
which it is ordinarily associated in the natural source of the polypeptide-encoding nucleic acid. An isolated 
polypeptide-encoding nucleic acid molecule is other than in the form or setting in which it is found in nature. 
Isolated polypeptide-encoding nucleic acid molecules therefore are distinguished from the specific polypeptide- 

20 encoding nucleic acid molecule as it exists in natural cells. However, an isolated polypeptide-encoding nucleic 
acid molecule includes polypeptide-encoding nucleic acid molecules contained in cells that ordinarily express the 
polypeptide where, for example, the nucleic acid molecule is in a chromosomal location different from that of 
natural cells. 

The term "control sequences" refers to DNA sequences necessary for the expression of an operably 
25 linked coding sequence in a particular host organism. The control sequences that are suitable for prokaryotes, 
for example, include a promoter, optionally an operator sequence, and a ribosome binding site. Eukaryotic cells 
are known to utilize promoters, polyadenylation signals, and enhancers. 

Nucleic acid is "operably linked" when it is placed into a functional relationship with another nucleic 
acid sequence. For example, DNA for a presequence or secretory leader is operably linked to DNA for a 
30 polypeptide if it is expressed as a preprotein that participates in the secretion of the polypeptide; a promoter or 
enhancer is operably linked to a coding sequence if it affects the transcription of the sequence; or a ribosome 
binding site is operably linked to a coding sequence if it is positioned so as to facilitate translation. Generally, 
"operably linked" means that the DNA sequences being linked are contiguous, and, in the case of a secretory 
leader, contiguous and in reading phase. However, enhancers do not have to be contiguous. Linking is 
35 accomplished by ligation at convenient restriction sites. If such sites do not exist, the synthetic oligonucleotide 
adaptors or linkers are used in accordance with conventional practice. 
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The term "antibody" is used in the broadest sense and specifically covers, for example, single anti-PRO 
monoclonal antibodies (including agonist, antagonist, and neutralizing antibodies), anti-PRO antibody 
compositions with polyepitopic specificity, single chain anti-PRO antibodies, and fragments of anti-PRO 
antibodies (see below). The term "monoclonal antibody" as used herein refers to an antibody obtained from a 
population of substantially homogeneous antibodies, i.e. , the individual antibodies comprising the population are 
5 identical except for possible naturally-occurring mutations that may be present in minor amounts. 

"Stringency" of hybridization reactions is readily determinable by one of ordinary skill in the art. and 
generally is an empirical calculation dependent i^on probe length, washing temperature, and salt concentration. 
In general, longer probes require higher temperatures for proper annealing, while shorter probes need lower 
temperatures. Hybridization generally depends on the ability of denatured DNA to reanneal when 

10 complementary strands are present in an environment below their melting temperature. The higher the degree 
of desired homology between the probe and hybridizable sequence, the higher the relative temperature which 
can be used. As a result, it follows that higher relative temperatures would tend to make the reaction conditions 
more stringent, \^^le lower temperatures less so. For additional details and explanation of stringency of 
hybridization reactions, see Ausubel et al., Current Protocols in Molecular Biolo^v . Wiley Interscience 

15 Publishers, (1995). 

"Stringent conditions" or "high stringency conditions", as defined herein, may be identified by those 
that: (1) employ low ionic strength and high temperature for washing, for example 0.015 M sodium 
chloride/0.0015 M sodium citrate/O.1% sodium dodecyl sulfate at 50°C; (2) employ during hybridization a 
denaturing agent, such as formamide, for example, 50% (v/v) formamide with 0.1% bovine serum 

20 albumin/0. 1 % FicoU/0. 1 % polyvinylpyrrolidone/50mM sodium phosphate buffer atpH 6.5 with 750 mM sodium 
chloride, 75 mM sodium citrate at 42^C; or (3) employ 50% formamide, 5 x SSC (0.75 M NaCl, 0.075 M 
sodium citrate), 50 mM sodium phosphate (pH 6.8), 0. 1 % sodium pyrophosphate, 5 x Denhardt's solution, 
sonicated salmon sperm DNA (50 fi$/nA), 0. 1 % SDS, and 10% dextran sulfate at 42*^0, with washes at 42**C 
in 0.2 X SSC (sodium chloride/sodium citrate) and 50% formamide at 55°C, followed by a high-stringency wash 

25 consisting of 0. 1 x SSC containing EDTA at 55 ''C. 

"Moderately stringent conditions" may be identified as described by Sambrook et al.. Molecular 
Cloning: A Laboratorv Manual . New York: Cold Spring Harbor Press, 1989, and include the use of washing 
solution and hybridization conditions (e.g., temperamre, ionic strength and %SDS) less stringent that those 
described above. An example of moderately stringent conditions is overnight incubation at 37°C in a solution 

30 comprising: 20% formamide, 5 x SSC (150 mM NaCl, 15 mM trisodium citrate), 50 mM sodium phosphate (pH 
7.6), 5 X Denhardt's solution, 10% dextran sulfate, and 20 mg/ml denatured sheared salmon sperm DNA, 
followed by washing the filters in 1 x SSC at about 37-50''C. The skilled artisan will recognize how to adjust 
the temperature, ionic strength, etc. as necessary to accommodate factors such as probe length and the like. 

The term "epitope tagged" when used herein refers to a chimeric polypeptide comprising a PRO 

35 polypeptide fused to a "tag polypeptide" . The tag polypeptide has enough residues to provide an epitope against 
which an antibody can be made, yet is short enough such that it does not interfere with activity of the polypeptide 
to which it is fused. The tag polypeptide preferably also is fairly unique so that the antibody does not 
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substantially cross-react with other epitopes. Suitable tag polypeptides generally have at least six amino acid 
residues and usually between about 8 and 50 amino acid residues (preferably, between about 10 and 20 amino 
acid residues). 

As used herein, the term "immunoadhesin" designates antibody-like molecules which combine the 
binding specificity of a heterologous protein (an "adhesin") with the effector functions of inrmiunoglobulin 
5 constant domains. Structurally, the immunoadhesins comprise a fusion of an amino acid sequence with the 
desired binding specificity which is other than the antigen recognition and binding site of an antibody (i.e., is 
"heterologous"), and an immunoglobulin constant domain sequence. The adhesin part of an immunoadhesin 
molecule typically is a contiguous amino acid sequence comprising at least the binding site of a receptor or a 
ligand. The immunoglobulin constant domain sequence in the immimoadhesin may be obtained from any 
10 immunoglobulin, such as IgG-1, IgG-2, lgG-3, or IgG-4 subtypes, IgA (including lgA-1 and lgA-2), IgE, IgD 
or IgM. 

"Active" or "activity" for the purposes herein refers to form(s) of a PRO polypeptide which retain a 
biological and/or an immunological activity of native or naturally-occurring PRO. wherein "biologicar activity 
refers to a biological function (either inhibitory or stimulatory) caused by a native or naturally-occurring PRO 

15 other than the ability to induce the production of an antibody against an antigenic epitope possessed by a native 
or naturally-occurring PRO and an "immunological" activity refers to the ability to induce the production of an 
antibody against an antigenic epitope possessed by a native or naturally-occurring PRO. 

The term "antagonist" is used in the broadest sense, and includes any molecule that partially or fully 
blocks, inhibits? or neutralizes a biological activity of a native PRO polypeptide disclosed herein. In a similar 

20 manner, the term "agonist" is used in the broadest sense and includes any molecule that mimics a biological 
activity of a native PRO polypeptide disclosed herein. Suitable agonist or antagonist molecules specifically 
include agonist or antagonist antibodies or antibody fragments, fragments or amino acid sequence variants of 
native PRO polypeptides, peptides, antisense oligonucleotides, small organic molecules, etc. Methods for 
identifying agonists or antagonists of a PRO polypeptide may comprise contacting a PRO polypeptide with a 

25 candidate agonist or antagonist molecule and measuring a detectable change in one or more biological activities 
normally associated with the PRO polypeptide. 

"Treatment" refers to both therapeutic treatment and prophylactic or preventative measures, wherein 
the object is to prevent or slow down (lessen) the targeted pathologic condition or disorder. Those in need of 
treatment include those already with the disorder as well as those prone to have the disorder or those in whom 

30 the disorder is to be prevented. 

"Chronic" administration refers to administration of the agent(s) in a continuous mode as opposed to 
an acute mode, so as to maintain the initial therapeutic effect (activity) for an extended period of time. 
"Intermittent" administration is treatment that is not consecutively done without interruption, but rather is cyclic 
in nature. 

35 "Mammar for purposes of treatment refers to any animal classified as a mammal, including humans, 

domestic and farm animals, and zoo, sports, or pet animals, such as dogs, cats, cattle, horses, sheep, pigs, goats, 
rabbits, etc. Preferably, the mammal is human. 
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Administration "in combination with" one or more further therapeutic agents includes simultaneous 
(concurrent) and consecutive administration in any order. 

"Carriers" as used herein include pharmaceutically acceptable carriers, excipients, or stabilizers which 
are nontoxic to the cell or mammal being exposed thereto at the dosages and concentrations employed. Often 
the physiologically acceptable carrier is an aqueous pH buffered solution. Examples of physiologically 
5 acceptable carriers include buffers such as phosphate, citrate, and other organic acids; antioxidants including 
ascorbic acid; low molecular weight (less than about 10 residues) polypeptide; proteins, such as serum albumin, 
gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone; amino acids such as glycine, 
glutamine, asparagine, arginine or lysine; monosaccharides, disaccharides, and other carbohydrates including 
glucose, mannose, or dextrins; chelating agents such as EDTA; sugar alcohols such as mannitol or sorbitol; salt- 
10 forming counterions such as sodium; and/or nonionic surfactants such as TWEEN™, polyethylene glycol (PEG), 
and PLURONICS™- 

"Antibody fragments" comprise a portion of an intact antibody, preferably the antigen binding or 
variable region of the intact antibody. Examples of antibody fragments include Fab, Fab', F(ab')2, and Fv 
fragments; diabodies; linear antibodies (Zapata et al.. Protein Eng. 8(10): 1057-1062 [1995]); single-chain 

15 antibody molecules; and multispecific antibodies formed from antibody fragments. 

Papain digestion of antibodies produces two identical antigen-binding fragments, called "Fab" 
fragments, each with a single antigen-binding site, and a residual "Fc" fragment, a designation reflecting the 
ability to crystallize readily. Pepsin treatment yields an F(ab')2 fragment that has two antigen-combining sites 
and is still capable of cross-linking antigen. 

20 "Fv" is the minimum antibody fragment which contains a complete antigen-recognition and -binding 

site. This region consists of a dimer of one heavy- and one iight-diain variable domain in tight, non-covalent 
association. It is in this configuration that the three CDRs of each variable domain interact to define an antigen- 
binding site on the surface of the Vh-V^ dimer. Collectively, the six CDRs confer antigen-binding specificity 
to the antibody. However, even a single variable domain (or half of an Fv comprising only three CDRs specific 

25 for an antigen) has the ability to recognize and bind antigen, although at a lower affinity than tiie entire binding 
site. 

The Fab fragment also contains the constant domain of the light chain and the first constant domain 
(CHI) of the heavy chain. Fab fragments differ from Fab' fragments by the addition of a few residues at the 
carboxy terminus of the heavy chain CHI domain including one or more cysteines from the antibody hinge 
30 region, Fab'-SH is the designation herein for Fab' in which the cysteine residue(s) of the constant domains bear 
a free thiol group. F(ab*)2 antibody fragments originally were produced as pairs of Fab* fragments which have 
hinge cysteines between them. Other chemical couplings of antibody fragments are also known. 

The "light chains" of antibodies (immunoglobulins) from any vertebrate species can be assigned to one 
of two clearly distinct types, called kappa and lambda, based on the amino acid sequences of their constant 
35 domains. 

Depending on the amino acid sequence of the constant domain of their heavy chains, immunoglobulins 
can be assigned to different classes. There are five major classes of immunoglobulins: IgA, IgD, IgE, IgG, and 
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IgM, and several of these may be further divided into subclasses (isotypes). e.g., IgGl , IgG2, IgG3, lgG4, IgA, 
and IgA2. 

"Single-chain Fv" or "sFv" antibody fragments-comprise the V„ and domains of antibody, wherein 
these domains are present in a single polypeptide chain. Preferably, the Fv polypeptide further comprises a 
polypeptide linker between the V„ and Vl domains which enables the sFv to form the desired structure for 
5 antigen binding . For a review of sFv, see Pluckdiun in The Pharmacoloev of Monoclona l Antibodies, vol . 1 1 3 , 
Rosenburg and Moore eds.. Springer- Verlag, New York, pp. 269-315 (1994). 

The term "diabodies" refers to small antibody fragments with two antigen-binding sites, which 
fragments comprise a heavy-chain variable domain (Vh) connected to a light-chain variable domain (V J in the 
same polypeptide chain (V„-Vl). By using a linker that is too short to allow pairing between the two domains 

10 on the same chain, the domains are forced to pair with the complementary domains of another chain and create 
two antigen-binding sites. Diabodies are described more fully in, for example, EP 404,097; WO 93/1 1161; and 
HoUinger et al., Proc. Natl. Aca d. Sci. USA. 90:6444-6448 (1993). 

An "isolated" antibody is one which has been identified and separated and/or recovered from a 
component of its natural environment. Contaminant components of its natural environment are materials which 

15 would interfere with diagnostic or therapeutic uses for the antibody, and may include enzymes, hormones, and 
other proteinaceous or nonproteinaceous solutes. In preferred embodiments, the antibody will be purified (1) 
to greater than 95 % by weight of antibody as determined by the Lowry method, and most preferably more than 
99% by weight, (2) to a degree sufficient to obtain at least 15 residues of N-terminal or internal amino acid 
sequence by use of a spinning cup sequenator, or (3) to homogeneity by SDS-PAGE under reducing or 

20 nonreducing conditions using Coomassie blue or, preferably, silver stain. Isolated antibody includes the antibody 
in situ within recombinant cells since at least one component of the antibody's natural environment will not be 
present. Ordinarily, however, isolated antibody will be prepared by at least one purification step. 

An antibody that "specifically binds to" or is "specific for" a particidar polypeptide or an epitope on 
a particular polypeptide is one that binds to that particular polypeptide or epitope on a particular polypeptide 

25 without substantially binding to any other polypeptide or polypeptide epitope. 

The word ''label " when used herein refers to a detectable compound or composition which is conjugated 
directly or indirectly to the antibody so as to generate a "labeled" antibody. The label may be detectable by itself 
(e.g. radioisotope labels or fluorescent labels) or, in die case of an enzymatic label, may catalyze chemical 
alteration of a substrate compound or composition which is detectable. 

30 By "solid phase" is meant a non-aqueous matrix to which the antibody of the present invention can 

adhere. Examples of solid phases encompassed herein include those formed partially or entirely of glass (e.g. , 
controlled pore glass), polysaccharides (e.g., agarose), poly aery 1 amides, polystyrene, polyvinyl alcohol and 
silicones. In certain embodhnents. depending on the context, the solid phase can comprise the well of an assay 
plate; in others it is a purification column (e.g., an affinity chromatography colunm). This term also includes 

35 a discontinuous solid phase of discrete particles, such as those described in U.S. Patent No. 4,275,149. 

A "liposome" is a small vesicle composed of various types of lipids, phospholipids and/or surfactant 
which is useful for delivery of a drug (such as a PRO polypeptide or antibody thereto) to a mammal. The 
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components of the liposome are commonly arranged in a bilayer formation, similar to the lipid arrangement of 
biological membranes. 

A '"small molecule** is defmed herein to have a molecular weight below about 500 Daltons. 
An "effective amount** of a polypeptide disclosed herein or an agonist or antagonist thereof is an amount 
sufficient to carry out a specifically stated purpose. An "effective amount" may be determined empirically and 
S in a routine manner, in relation to the stated purpose. 
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Table 1 



10 



15 



20 



25 



30 



35 



* C-C increased from 12 lo 15 

* 2 IS average of EQ 

* B is average of ND 

* match with stop is _M; stop-stop = 0; J (joker) match == 0 



^define M 



-8 



/* value of a match with a stop */ 



int 

/* A 
/* A*/ 
/*B*/ 
/* C */ 
/* D */ 
/* E */ 
/*F*/ 
/* G */ 
/*H */ 
/*!*/ 
/* J */ 
/*K*/ 
/* L*/ 
/* M */ 
/* N */ 

/*o*/ 

/*?*/ 
/*Q*/ 
/*R*/ 

/* S */ 
/* T */ 
/* U */ 
/* V */ 
/* W */ 

/*x*/ 

/* Y*/ 

/*Z*/ 

}; 



= { 



_day[26][26] 

BCDEFGHIJKLMNOPQRSTUVWXYZ*/ 
2, 0,-2. 0, 0,-4, 1,-1.-1, 0,-1.-2.-1. 0._,M. 1. 0,-2, 1, 1, 0, 0.-6. 0,-3, 0}. 
' 0, 3,-4, 3. 2.-5. 0, 1,-2, 0, 0.-3,-2. 2,_M,-1, 1. 0. 0, 0, 0,-2.-5. 0.-3, 1}, 
[-2.-4,15,-5,-5,-4,-3.-3,-2, 0.-5,-6,-5.-4,_M.-3.-5,-4, 0,-2, 0.-2.-8, 0, 0,-5}, 
0, 3,-5, 4, 3.-6, 1, 1,-2, 0, 0,-4.-3. 2._M,-1, 2,-1, 0, 0, 0,-2,-7, 0,-4, 2}. 

0, 2,-5, 3, 4.-5, 0, 1,-2. 0, 0,-3,-2. 1,_M,-1, 2.-1, 0. 0, 0,-2,-7, 0,-4. 3}. 
(^^-5,^,-6,-5. 9,-5.-2. 1, 0.-5, 2, 0,-4,_M,-5,-5.-4,-3,-3. 0,-1, 0, 0. 7,-5}, 

1, 0,-3, 1, 0,-5, 5,-2,-3, 0,-2,-4,-3, 0,_M.-l,-l,-3, 1, 0, 0,-1,-7, 0,-5, 0}. 
-1. 1,-3'. 1. l,-2!-2'. 6.-2', o\ o',-2!-2, 2!_M, 0, 3. 2.-1,-1, 0,-2,-3, 0, 0. 2}. 

{-1,-2,-2,-2,-2, 1.-3.-2, 5, 0,-2. 2. 2,-2,_M,-2,-2,-2,-l, 0, 0, 4,-5, 0,-1,-2}, 
0, 0, 0, 0, 0, 0. 0, 0, 0, 0, 0, 0, 0, 0,_^M, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0}, 
-1, 0,-5, 0, 0,-5,-2, 0,-2, 0, 5,-3, 0, 1,_M,-1, 1, 3. 0, 0, 0.-2,-3, 0,-4, 0}, 
-2,-3,-6.-4,-3, 2,-4,-2, 2, 0,-3, 6, 4,-3,_M,-3,-2,-3,-3,-l, 0, 2,-2, 0.-1,-2}, 
{-1,-2,-5,-3,-2, 0,-3,-2, 2, 0, 0. 4, 6,-2,_M,-2,-l, 0.-2,-1, 0, 2.-4. 0.-2.-1}, 

0, 2.^. 2. 1,-4, 0, 2,-2, 0, 1,-3,-2, 2,_M,-1. 1, 0. 1, 0, 0,-2,-4, 0,-2, 1}. 
{_M._M,_M,_M,_M,_M,_M._M._M,_M,_M,_M,_M,_M, 0,_M, M,_M,_M, M,_M._M,_M,_M,_M,_M}, 

1, -1,-3,-1,-1.-5,-1, 0,-2, 0,-1,-3,-2.-1, _M, 6, 0, 0, 1. 0, 0.-1.-6. 0,-5, 0}, 

0. 1,-5, 2, 2,-5,-1. 3,-2. 0, 1,-2,-1. I.^M. 0, 4, 1,-1,-1, 0,-2,-5, 0,-4, 3}. 
-2, 0,-4,-1,-1.-4,-3, 2.-2. 0, 3,-3. 0, O.^M, 0, 1. 6, 0,-1, 0,-2, 2, 0,-4, 0}. 

1, 0, 0, 0, 0,-3, 1,-1,-1, 0. 0.-3,-2, 1,_M, 1,-1, 0, 2, 1, 0,-1,-2. 0,-3, 0}, 
1, 0,-2, 0, 0,-3, 0,-1, 0, 0. 0,-1,-1, 0,_M. O.-l.-l, 1, 3, 0, 0,-5, 0,-3, 0}, 
0, O, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0._M, 0, 0. 0, 0, 0, 0. 0, 0, 0, 0, 0}, 
0,-2,-2,-2,-2,-1,-1.-2, 4. 0,-2. 2, 2,-2, M,-l, -2,-2,-1, 0, 0, 4,-6, 0,-2,-2}. 
^^.5,.8^-7,.7, 0,-7,-3,-5, 0,-3.-2,-4,-4,_M,-6,-5, 2,-2,-5, 0,-6,17, 0, 0,-6}, 
0, 0. 0, 0, 0, 0. 0, 0, 0, 0, 0. 0, 0, 0, M, 0. 0. 0, 0, 0, 0, 0, 0, 0, 0, 0}, 
-3.-3, 0,-4,-4, 7.-5, 0,-1, 0,-4.-1, .2,.2,_M. -5.^.-4,-3,-3, 0,-2, 0, 0,10.-4}, 
0, 1,-5, 2, 3.-5. 0. 2,-2, 0, 0,-2,-1, 1,_M, 0, 3, 0, 0, 0, 0,-2.-6, 0.-4, 4} 
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Table 1 (cont^) 

/* 

^include <$tdio.h> 
^include <ctype.h> 



ffdefine 


MAXJMP 


16 


/* max jumps in a diag */ 


^define 


MAXGAP 


24 


1* don't continue to penalize gaps larger than this *! 


^define 


JMPS 


1024 


/* max jmps in an path */ 


Meftne 


MX 


4 


/* save if there's at least MX-1 bases since last jmp 


^define 


DMAT 


3 


/* value of matching bases */ 


ffdefme 


DMIS 


0 


1* penalty for mismatched bases 


^define 


DINSO 


8 


/* penalty for a gap */ 


^deflne 


DINSl 


1 


/* penalty per base */ 


^define 


PINSO 


8 


/* penalty for a gap */ 


^define 


PINSl 


4 


/* penalty per residue */ 



struct imp { 

short n[MAXJMP]; /* size of jmp (neg for dely) */ 

unsigned short x[MAXJMP]; I* base no. of jmp in seq x */ 

}; /* limits seq to 2^16 -1 */ 



struct diag { 








int 


score; 


/* score at last jmp */ 




long 


offset; 


/* offset of prev block */ 




short 


ijmp; 


/* current jmp index */ 


}; 


struct jmp jp; 


/* list of jmps */ 


struct path { 








int 


spc; 


^ number of leading spaces */ 




short 


n[JMPS];/* size of jmp (gap) */ 


}; 


int 


x[JMPS];/* loc of jmp (last elem before gap) */ 


char 




♦ofile; 


/* output file name */ 


char 




'^namex[2]; 


/* seq names: getseqsQ 


char 




♦prog; 


/* prog name for err msgs ♦/ 


char 




*seqxt2]; 


/♦ seqs: getseqsQ */ 


int 




dmax; 


/* best diag: nwQ */ 


int 




dmaxO; 


/* final diag */ 


iut 




dna; 


/* set if dna: mainQ */ 


int 




endgaps; 


/* set if penalizing end gaps */ 


int 




gapx, gapy; 


/* total gaps in seqs *i 


int 




lenO, ienl; 


/* seq lens */ 


int 




ngapx, ngapy; 


/* total size of gaps */ 


int 




smax; 


/* max score: nw() */ 


int 




*xbm; 


/* bitmap for matching */ 


long 




offset; 


/* current offset in jmp file */ 


struct 


diag 


*dx; 


/* holds diagonals */ 


struct 


path 


pp[2]; 


/* holds path for seqs */ 


char 




*cal!oc(), *malloc(). 


*index(), *strcpy(); 


char 




*getseqO, *g_calloc(); 
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20 



Table 1 (cont^) 

/* Needleman-Wunsch alignment program 



* usage: progs filel file2 

* where filel and nie2 are two dna or two protein sequences. 

S * The sequences can be in upper- or lower-case an may contain ambiguity 

* Any lines beginning with ' ; \ ' > * or * < * are ignored 

* Max file length is 65535 (limited by unsigned short x in the jmp struct) 

* A sequence with 1/3 or more of its elements ACGTU is assumed to be DNA 

* Output is in the file "align.out" 

10 * 

* The program may create a tmp file in /tmp to hold info about traceback. 

* Original version developed under BSD 4.3 on a vax 8650 
*/ 

^include "nw.h" 
15 ^include "day h" 



static _dbval[26] = { 

1 . 14,2. 13.0,0,4, 1! .OA 12.0.3,15,0,0.0,5.6,8,8,7,9.0. 1G,G 

}; 



static _pbval[26] = { 

1, 2|(1< <('D'-'A'))|(1< <('N'-*A*)X 4, 8, 16, 32. 64, 
128, 256, OxFFFFFFF, l< < 10. 1< < 11. 1< < 12. 1< < 13. 1< < 14, 
1< < 15. 1< < 16. 1< < 17, 1< < 18, 1< < 19, 1< <20, 1 < <21, 1 < <22. 
25 1<<23, 1<<24. 1<<25|(1< <CE'-'A*))|(1< <('Q*-'A*)) 

}; 

main(ac, av) main 
int ac; 
30 char *avQ; 

{ 

prog = av[0]; 
if(ac!=3){ 

fprintf(stderr, "usage: %s filel file2\n", prog); 
35 fi)rintf(stderr, "where filel and file2 are two dna or two protein sequences.Nn"); 

fl5rintf(stderr,"The sequences can be in upper- or Iower-case\n"); 
fi5rintf(stderr."Any lines beginning with or ' < * are ignoredVn"); 
fi)rintf(stderr. "Output is in the file \"align.out\"\n"); 
exit(l); 

40 > 

namex[0] = av[l]; 

iiamex[l] = av[2]; 

seqx[0] = getseq(namex[0], &1enO); 

seqx[l] = getseq(namex[l], &lenl); 
45 xbm = (dna)? _dbval : jjbval; 

endgaps = 0; /* 1 to penalize endgaps */ 

ofile = "align.out**; /* output file */ 

50 nwQ; /* fill in the matrix, get the possible jmps */ 

readjmpsO; ^* get the actual jmps */ 

printO; /* print stats, alignment */ 



55 



cleanup(O); /* unlink any tmp files */ 
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10 



15 



20 



Tahle 1 rcontM 

/* do the alignment, return best score: mainQ 

* dna: values in Fitch and Smith, PNAS, 80. 1382-1386. 1983 

* pro: PAM 250 values 

* When scores are equal, we prefer mismatches to any gap, prefer 

* a new gap to extending an ongoing gap, and prefer a gap in seqx 

* to a gap in seq y. 
*/ 

nwO «^ 
{ 



char 


*px, *py; 


/* seqs and ptrs */ 


int 


*ndely, *dely; 


/* keep track of dely */ 


int 


ndelx. delx; 


/* keep track of delx */ 


int 


*tmp; 


/* for swapping rowO, rowl */ 


int 


mis; 


/* score for each type */ 


int 


insO, insl; 


/* insertion penalties */ 


register 


id;' 


/* diagonal index */ 


register 


y; 


/* jmp index */ 


rcgSstcr 


*co!0, *ccM; 


/* score for curr, last row */ 


register 


XX, yy; 


/* index into seqs */ 



dx = (struct diag *)g_calloc("to gel diags", lenO+lenl + 1, sizeof(struct diag)); 



ndely = (int *)g_calloc("to get ndely", lenl-f-1, sizeof(int)); 
dely = (int *)g_calIoc("to get dely", lenl + 1, slzeof(int)); 
25 coiO == (int *)g_canoc("to get colO", lenl + 1 , sizeof(int)); 

coll = (int *)g_calIoc("to get coll", lenl + l, sizeof(int)); 
insO = (dna)? DINSO : PINSO; 
insl = (dna)? DINSl : PINSl; 

30 smax = -10000; 

if (endgaps) { 

for (colO[0] = dely[0] = -insO, yy = 1; yy < = lenl; yy++) { 
_ colOlyy] = dely[yy] = col0[yy-ll - insl; 

ndely[yy] = yy; 

35 } 

colO[01 = 0; /* Waterman Bull Math Biol 84 */ 

} 

else 

for (yy = 1; yy < = lenl; yy++) 
40 delylyy] = -insO; 

/'^ fill in match matrix 
*/ 

for (px = seqx[0], xx = 1; xx < = lenO; px+ +, xx+ +) { 
45 /* initialize first entry in col 

*/ 

if (endgaps) { 

if (XX == 1) 

coll[0] = delx = -(insO-hinsl); 

SO else 

coll[0] = delx = colO[0] - insl; 
ndelx = xx; 

} 

else { 

55 colUO] = 0; 

delx = -insO; 
ndelx = 0; 
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Table 1 (cont^) 

for{py = seqx[l]. yy = l;yy <= lenl; py+ + , yy++) { 
mis = colO[yy-l]; 
if (dna) 

mis (xbm[*px-'A']&xbm[*py-'A*])? DMAT : DMIS; 

else 

™s += _day[*px-'A*][*py-'A']; 

/* update penalty for del in x seq; 

* favor new del over ongong del 

* ignore MAXGAP if weighting endgaps 
*/ 

if (endgaps | | ndely[yy] < MAXGAP) { 

if (colO[yy] - insO > = dely[yy]) { 

dely[yy] = colO[yy] - (insO+insl); 
ndely[yy] = 1; 

} else { 

dely[yy] -= insl; 
ndely[yy]+-l-; 

} 

} else { 

if (colO[yy] - (insO+insI) > = dely[yy]) { 
dely[yyj = co!0[yy] - (insO+insI); 
ndely[yy] = 1; 

} else 

ndely[yy]4- +; 

> 

/* update penalty for del in y seq; 

* favor new del over ongong del 
*/ 

if (endgaps 1 1 ndelx < MAXGAP) { 

if (coll[yy-l] - insO > = delx) { 

delx = coUCyy-l] - (insO+insI); 
ndelx = 1; 

} else { 

delx - = insl ; 
ndelx+ + ; 

} 

} else { 

If (coll[yy-l] - (insO+insl) > = delx) { 
delx = coll[yy-l] - (insO+insI); 
ndelx = 1; 

} else 

ndelx+ + ; 

} 

/* pick the maximum score; we're favoring 

* mis over any del and delx over dely 
*/ 
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Table 1 (cont^) 



id = XX - yy + lenl - 1; 
if (mis > = delx && mis > = dely[yy]) 
coIl[yy) = mis; 

5 else if (delx > = dely[yy]) { 

coll[yy] = delx; 
ij = dx[id].ijmp; 

if (dx[id].jp.n[0] && (!dna 1 1 (ndelx > = MAXJMP 
&& XX > dx[id].jp.x[ij]+MX) 1 1 mis > dx[id]. score +DINSO)) { 
10 dx[id].ijmp-f +; 

if ( + + ij MAXJMP) { 
writejmps(id); 
ij = dx[id].ijmp = 0; 
dx[id]. offset = offset; 

15 offset + = sizeofCstruct jmp) + sizeof(offset); 

} 

} 

dx[id].jp.n[ij) = ndelx; 
dx[id].jp.x[ij] = xx; 

20 dx[id]. score = delx; 

} 

else { 

colUyy] = dely[yy]; 
ij = dx[id].ijmp; 

25 if (dx[id].jp.n[Q] && (Idna 1 1 (ndelylyy] > = MAXJMP 

&& xx > dx[id].jp.x[ij]H-MX) | | mis > dx[id]. score +DINSO)) { 
dx[id].ijmp-H +; 
if (-f +ij > = MAXJMP) { 
writejmps(id); 

30 ij = dx[id].ijmp = 0; 

dx[id]. offset = offset; 

offset + = sizeof(struct jmp) + sizeof(offset); 

} 

} 

35 dx[id].jp.nlij] = -ndeiy[yy]; 

dx[id].jp.x[ij] = xx; 
dx[id]. score = dely[yy]; 

} 

if (XX = lenO && yy < lenl) { 
40 /* last col 

*/ 

if (endgaps) 

coll[yy]-= insO+insl*(lenl-yy); 
if (coll [yy] > smax) { 
45 smax = coIl[yy]; 

dmax = id; 

} 

} 

50 if (endgaps Sl& xx < lenO) 

coll[yy-l] -= insO+insl*(lenO-xx); 
if (coll[yy-l] > smax) { 

smax — coll[yy-l]; 
dmax = id; 

55 } 

tmp = colO; colO = coll; coll = tmp; 

} 

(void) free((char *)ndely); 
(v id) free((char *)dely); 
60 (void) free((char *)colO); 

(void) free((char *)coll); } 
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Table 1 (conV) 

/* 

* printO ~ only routine visible outside this module 

5 * static: 

* getmatO — trace back best path, count matches: print() 

* pr_align() - print alignment of described in array pD: printQ 

* dumpblockO - dump a block of lines with numbers, stars: pr_alignO 

* numsO — put out a number line: dumpblockO 

10 * putlineO — put out a line (name, [num], seq, [num]): dumpblockO 

* starsO - -put a line of stars: dumpblockO 

* stripnameO — strip any path and prefix from a seqname 
*/ 

15 ^include "nw.h" 

^define SPC 3 

/S'define P_LINE 256 /* maximum output line */ 
^define P_SPC 3 /* space between name or num and seq */ 

extern _day[26](26]; 

int olen; /* set output line length */ 

FILE *fx; /* output file */ 



20 



25 printo print 
{ 

int Ix, ly, firstgap, lastgap; /* overlap */ 

if ((fx = fopen(ofile, "w")) == 0) { 
30 fprintf(stderr,"%s: can't write %s\n'*. prog, ofile); 

cleanup(l); 

} 

fprintf(fx, "< first sequence: %s (length = %d)\n\ namex[OJ, lenO); 
fj}rintf(fx, **< second sequence: %s (length = %d)\n", namex[l], lenl); 
35 olen = 60; 

Ix = lenO; 
ly = lenl; 

firstgap = lastgap — 0; 

if (dmax < lenl - 1) { /* leading gap in x */ 
40 pp[0].spc = firstgap = lenl - dmax 1; 

ly-= pp[0].spc; 

} 

dse if (dmax > lenl - 1) { /* leading gap in y */ 
pp[l].spc = firstgap = dmax - (lenl - 1); 
45 Ix -= pp[i].spc; 

} 

if (dmaxO < lenO - 1) { /* trailing gap in x */ 
lastgap = lenO - dmaxO -1; 
Ix -= lastgap; 

50 } 

else if (dmaxO > lenO - 1) { /* trailing gap in y */ 
lastgap = dmaxO - (lenO - 1); 
ly -= lastgap; 

55 getmat(lx, ly, firstgap, lastgap); 

pr_alignO; 
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Table 1 fcont^) 

/* 

* trace back the best path, count matches 
*/ 

static 

5 getmat(lx, ly. firstgap, lastgap) getmat 
int Ix, ly; /* "core" (minus endgaps) */ 

int firstgap, lastgap; /* leading trailing overlap */ 

{ 

int nm, iO, il, sizO, sizl; 

10 char outx[32]; 

double pet; 
register nO, nl; 

register char *pO, *pl; 

IS /* get total matches, score 

*/ 

iO = il = sizO = sizl = 0; 
pO = seqx[0] + pp[l].spc; 
pi = seqx[l] + pp[0].spc; 
20 nO = pp[l].spc + 1; 

nl = pp[0].spc + 1; 

nm = 0; 

while ( *pO && *pl ) { 
25 if(sizO){ 

pH-+; 
nl + + ; 

sizO~; 

30 elseif (sizl) { 

pO++; 

nO++; 
sizl—; 

35 else { 

if {xbm[*pO-' A]&xbm[*pl-' A']) 

nm+ +; 
if(nO++ == pp[0].x[iO]) 

sizO = pp[0].n[iO++]; 
40 if (nl + + pp[l].x[il]) 

sizl = pp[l].n[il + +]; 

pO++; 
pl + +: 

> ' 

/* pet homology: 

* if penalizing endgaps, base is the shorter seq 

* else, knock off overhangs and take shorter core 
50 */ 

if (endgaps) 

be = (lenO < lenl)? lenO : lenl; 

else 

Ix = (Ix < ly)? Ix : ly; 
55 pet = 100.^(double)nm/(double)lx; 

fprintf(fx, "\n"); 

fi>rintf(fx, " < %d match%s in an overlap of %d: %.2f percent similarityVn", 
nm, (nm == 1)? : "es", Ix, pet); 

60 
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Table 1 (conV) 



fprintf(fx, "<gaps in first sequence: %d", gapx); 
if (gapx) { 

(void) sprintf(outx, " (%d %s%s)", 

ngapx. (dna)? "base": "residue", (ngapx == 1)? 

fprintf(fx,"%s", outx); 



...getmat 



10 



15 



20 



25 



30 



35 



40 



lprintf(fx, gaps in second sequence: %d", gapy); 
(gapy) { 

(void) sprintf(outx, " (%d %s%s)". 

ngapy, (dna)? "base": "residue", (ngapy 1)? •":"s"); 
fprintf(£x/%s". outx); 

} 

if (dna) 

fprintf(fx, 

"\n< score: %d (match = %d» mismatch = %d, gap penalty = %d + %dper base)Vn", 
smax, DMAT, DMIS, DINSO, DINSl); 

else 

fprintf(fx, 

"\n< score: %d (Day hoff PAM 250 matrix, gap penalty = %d + %d per residue)\n". 
smax. PINSO, PlNSl); 
if (endgaps) 

fprintf(fx, 

"< endgaps penalized, left endgap: %d %s%s. right endgap: %d %s%s\n", 
firstgap. (dna)? "base" : "residue", (firstgap == 1)? "" : "s", 
lastgap, (dna)? "base" : "residue", (lastgap == 1)? "" : "s"); 



else 



static 
static 
static 
static 
static 
static 

static char 
static char 
static char 
static char 



fprintf(fx, "< endgaps not penalized\n"); 



/* matches in core ~ for checking */ 
/* lengths of stripped file names */ 
/* jmp index for a path */ 
/* number at start of current line */ 
/* current eiem number — for gapping */ 

/* ptr to current element */ 
/* ptr to next output char slot */ 



nm; 
Imax; 

ijPl; 
nc[2]; 
ni[2]; 
sizI2]; 
*ps[2]; 
*po[2]; 

om[2][P_LINE]; /* output line */ 
star[P_LINE]; /* set by stars() */ 



45 



50 



/* 

* print alignment of described in struct path ppQ 
*/ 

static 
pralignO 
{ 



int 
int 

register 



nn; 
more; 



/* char count */ 



pr_align 



55 



for (i = 0, Imax = 0; i < 2; i+ +) { 
nn = stripname(namex[i]); 
if (nn > Imax) 

Imax = nn; 



60 



nc[i] = 1; 
ni[i] = 1; 
siz[i] = ij[i] = 0; 
ps[i] = seqxii]; 
po[i] = out[i]; 
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Table 1 (cont^ 

for (nn = nm = 0, more = 1 ; more; ) { ...pr_align 

for (i = more = 0; i < 2; i+ +) { 
/* 

5 * do we have more of this sequence? 

*/ 

if(!*ps[i]) 

continue; 

10 more++; 

if (pp[i].spc) { /* leading space */ 
*po[i] + + = • 
ppUl.spc-; 

15 } 

else if (siz[i]) { /* in a gap */ 
*po[i] + + = 
siz[i]-; 

} 

20 else { /* we're putting a seq element 

*/ 

♦pop] = *ps[i]; 
if (islower(*ps[i])) 

*ps[i] = loupper(*ps[i]); 

25 po[i] + +; 

ps[i] + +; 

/* 

* are we at next gap for this seq? 
30 */ 

if(ni[i] =-=ppCi].x[ij[i]]){ 
/* 

* we need to merge all gaps 

* at this location 

35 */ 

siz[i] = pp[i].nlij[i] + +]; 
while (m[i] == pp[i] .x(ij[i]]) 

sizpl += K>[i].n[ij[i]++]; 

} 

40 ni[i] + +; 

} 

} 

if (+ +nn = = olen | | !more && nn) { 
dumpblockO; 

45 for(i = 0; i < 2; i+-h) 

po[i] = out[i]; 

nn = 0; 

} 

} 

50 } 

/* 

* dump a block of lines, including numbers, stars: pr_align() 
*/ 

55 static 

dumpblockO dumpblock 

{ 

register i; 

60 for(i = 0; i < 2; i++) 

*po[i]- = •\0'; 
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Table 1 (cont^) 



10 



15 



(V id)putc('\n', fx); 
for(i = 0; i < 2; i++) { 

if (*out[i] && (*out[i] != ' • 1 1 *(po[i]) !=•')){ 
if(i=-0) 

nuins(i)'; 
if (i = = 0&& *out[l]) 
starsO; 

putHne(i); 

if (i = = 0&& *out[l]) 

fiprintf(fx, star); 
if (i == 1) 

nums(i); 



} 



} 



.dumpblock 



20 



25 



30 



35 



40 



45 



/* 

* put out a number line: dumpblockQ 
*/ 

static 

nums(ix) 

int ix; 



{ 



/* index in out[] holding seq line */ 



char nline[P_LINE]; 

roister i,j; 

register char *pn, *px, *py; 

for (pn = nline, i = 0; i < Imax+P^SPC; i++, pn++) 
*pn = * 

for (i = nc[ix], py = out[ix]; *py; py+ +, pn+ +) { 

if(*py ==== - II *py == •-•) 

*pn = • 

if (i%10 == 0 1 1 (i 1 && nc[ix] != 1» { 

j = (i < 0)? -i : i; 
for (px = pn; j; j /= 10, px~) 
*px = j%10 + 'O*; 

if (i < 0) 

*px = 

} 



nuins 



*pn = 



} 



50 



*pn = 'XO*; 
nc[ix] = i; 

for (pn = nline; *pn; pn-t- +) 
(void) putc(*pn. fx); 
(void)putcC\n', fx); 



55 



60 



/* 

* put out a line (name, [num], seq, [num]): dumpblockO 
*/ 

static 
pudine(ix) 



putline 



int 



ix; 
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10 



...putline 

int i; 
register char *px; 

for (px = namex[ix], i = 0; *px && *px != px+ + , i + 

(void) putc(*px, fx); 
for (; i < lmax + P_SPC; i++) 

(void) putcC fx); 



/* these count from 1: 

* niQ is current element (from 1) 

* nc[] is number at start of current line 
*/ 

15 for (px = out[ix]; *px; px+ +) 

(void) putc(*px&0x7F, fit); 
(void) putc(*\n', fx); 

} 

20 

/* 

put a line of stars (seqs always in out[0], out[l]): dumpblockO 
*/ 

static 

25 starso Stars 



{ 



int i; 

roister char *pO, *pl, cx, *px; 



30 if (!*outtO] I I (*out[0] == • • &4& *(po[0]) = = • •) 1 1 

!*out[ll I I (*out[l] = =••&& *(po[l]) = ='')) 
return; 
px = star; 

for (i = Imax + P SPC; i; i-) 
35 *px++ = ' *; 

for (pO = out[0], pi = out[l]; *pO && *pl; pO+ +, pi + +) { 
if (isalpha(*pO) && isalpha(*pl)) { 

40 if (xbm[*pO-' A']&xbm[*pl-*A']) { 

cx = •*•; 
nm-f- -f ; 

} 

else if (Idna && _day[»pO-'A'][*pl-'A*] > 0) 
45 cx = 

else 

cx = • 

} 

else 

50 cx - ' •; 

*px+ + = cx; 

} 

•px++ = 'Xn'; 
*px = AO'; 

55 } 
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- Table 1 rcont*) 

/* 

* strip path or prefix from pn, return len: pr_alignO 
•/ 

static 

5 stripname(pn) StripnamC 
char *pn; /* file name (may be path) */ 

{ 

register char *px, *py: 

10 py = 0; 

for(px = pn; *px; px++) 
ifCpx== 7) 

py = px + 1; 

if(py) 

15 (void) strcpy(pn, py); 

retum(strlen(pn)); 

} 

20 
25 



30 



35 



40 



45 



50 



55 



60 
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Table 1 (cont^) 



10 



15 



20 



25 



/* 

* cleanupO - cleanup any tmp file 

* getseqO - read in seq, set dna, len, maxlen 

* g_calloc() — callocO with error checkin 

* readjmpsO - get the good jmps, from tmp file if necessary 

* writejmpsO write a filled array of jmps to a tmp file: nw() 
*/ 

^include **nw.h*' 
^include <sys/file.h> 



char *jname = Vtmp/homgXXXXXX" 
FILE *g; 

int cleanupO; 
long IseekO; 

/* 

* remove any tmp file if we blow 
*/ 

cleanup(i) 
{ 



int 

if(fi) 

exit(i); 



(void) unlink(jname); 



/* tmp file for jmps */ 
/* cleanup tmp file */ 



cleanup 



30 



35 



40 



45 



50 



55 



60 



/* 

* read, return ptr to seq, set dna, len, maxlen 

* skip lines starting with * < or ' > * 

* seq in upper or lower case 
*/ 

char * 

getseq(file, len) 

char *file; /* file name */ 
int *len; /* seq len */ 



{ 



char 

register char 
int 

FILE 



line[1024], *pseq; 
*px, *py; 
natgc, den; 



getseq 



if ((fp = fopenCfUe/r")) == 0) { 

fprintf(stderr,"%s: can't read %s\n", prog, file); 
exit(l); 

} 

tlen = natgc = 0; 

whUe (fgetsfline, 1024, ^5)) { 

if (*line == 1 1 *line == 1 1 *line == '>') 

continue; 
for (px = line; *px != '\n'; px++) 

if (isupper(*px) || islower(*px)) 
tlen++; 

} 

if ((pseq = malIoc{(unsigned)(tlen+6))) == 0) { 

fprintf(stderr/%s: mallocQ failed to get %d bytes for %s\n\ prog, tlen+6. file); 
exit(l); 

} 

pseq[0] = pseqtl] = pseq[2] = pseq[3] = 'XO'; 
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Table 1 (cont^) 



40 



60 



.getseq 



py = pseq + 4; 
*len = tlen; 
rewiiid(fp); 

whUe (fgetsOine, 1024, fjp)) { 

if (*Hne = = j | *line 1 1 *Iine =='>') 

continue; 

for (px = line; *px != 'Xn*; px++) { 
10 if (isupper(*px)) 

*py + + = *px; 
else if (islower(*px)) 

*py++ = toupper(*px); 
if (index("ATGCU%*(py-l))) 
15 natgc++; 
} 

} 

*py + + = •\0'; 
*py = AO'; 
20 (void) fclose(fp); 

dna = natgc > (tlen/3); 
retuni(pseq+4); 

} 

25 char * 

g_caUoc{msg, nx, sz) g-Call C 

char *nisg; /* program, calling routine */ 

int nx, sz; /* number and size of elements */ 

30 char *px, *calloc0; 

if ((px = calIoc«unsigned)nx, (iinsigned)sz)) — = 0) { 
if (*msg) { 

Q>rintf(stderr. "%s: g_callocO foiled %s (n=%d, sz=%d)\n", prog, msg, nx, sz); 
35 exit(l); 

} 

} 

retum(px); 



* gel final jmps from dxQ or tmp file, set ppD, reset dmax: main() 
*/ 

readjmpso readjmps 
45 { 

int fd - -1; 

int siz. iO, il; 

register i, j, xx; 

50 if(f)){ 

(void) fclose(fj); 

if ((fd = open(jname, O^RDONLY, 0)) < 0) { 

fiprintf(stderr, "%s: can't open() %s\n", prog, jname); 
cleanup(l); 

55 } 
} 

for (i = iO = il = 0, dmaxO = dmax, xx = lenO; ; i+ +) { 
whUe(l) { 

f r (j = dx[dmax].ijmp; j > = 0 && dx[dmax].jp.x[j] > = xx; j-) 
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Table 1 (cont^) 

...readjmps 

if (j < 0 && dx[dmax]. offset && fj) { 

(void) lseek(fd, dx[dmax]. offset, 0); 
(void) read(fd, (char *)&dx[dmax] . jp, sizeof(struct jmp)); 
5 (void) read(fd, (char *)&dx[dmax]. offset, sizeof(dx[dniax]. offset)); 

dx[dniax].ijinp = MAXJMP-1; 

} 

else 

break; 

10 } 

if (i > = IMPS) { 

fprintf(stderr, "%s: too many gaps in alignmemNn", prog); 
cleanup(l); 

1 

15 if(j> = 0){ 

siz -== dx[dmax] jp.nlj]; 
XX = dx[dmax].jp.xlj]; 
dmax + = siz; 

if (siz < 0) { /* gap in second seq */ 

20 pp[l].n[il] = -siz; 

XX + = siz; 

/* id = XX - yy + lenl - 1 

*/ 

pp[l).x[il] = XX -dmax + lenl - 1; 
25 gapy++; 

ngapy -= siz; 
/* ignore MAXGAP when doing endgaps */ 

siz = (-siz < MAXGAP 1 1 endgaps)? -siz : MAXGAP; 
il + + ; 

30 } 

else if (siz > 0) { /* gap in first seq */ 
pp[0].n[iO] = siz; 
pp[0].x[iO] = xx; 
gapx+ + ; 

35 ngapx + = siz; 

/* ignore MAXGAP when doing endgaps */ 

siz = (siz < MAXGAP 1 1 endgaps)? siz : MAXGAP; 
iO+ + ; 

40 } ^ 

else 

break; 

} 

45 /* reverse the order of jmps 

*/ 

for(j = 0, iO--; j < iO; j + + , iO-) { 

i = pp[0].n[jl; pp[0].n|i] = pp[01.n[iO]; pp[0].n[iO] = i; 
i = pp[0].x[jl; pp[0].xlj] = pp[OJ.x[iO]; pp[0].x[iO] = i; 

50 } 

for (j = 0, il-; j < il; il-) { 

i = PP[l].nO]; pp[l].na] = pp[l].n[il]; pp[l].n[il] = i; 
i = PPin.xlj]; pp[l].xai = pp[l].x[il]; pp[l].x[il] = i; 

> 

55 if(fd> = 0) 

(void) close(fd); 

(void) unlinkOname); 
fj =0; 

60 offiset = 0; 

> } 
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Table 1 (cont^ 

/* 

* write a filled jmp struct offset of the prev one (if any): nwQ 
*/ 

5 writejmps{ix) writejmps 

int ix; 

{ 

char *nfiktemp(); 
10 if(!fi){ 

if (mktempCjname) < 0) { 

lprintf(stderr, •*%s: can't mktempO %s\n", prog, jname); 
cleanup(i); 

} 

15 if ((Q = fopenOname. "w")) = = 0) { 

fiprintf(stderT, "%s: can't write %s\n". prog, jname); 
exitd); 

. } 

20 (void) fwrite((cliar »)&dx[ix],jp, sizeof(struct jmp), I, fj): 

(void) fwrite((cliar *)&dx[ix].offset, sizeof(dx[ix]. offset), 1. fj); 



25 
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Table 2 

PRO XXXXXXXXXXXXXXX (Length = 15 amino acids) 

Comparison Protein XXXXXYYYYYYY (Length = 12 amino acids) 

5 % amino acid sequence identity = 

(the number of identically matching amino acid residues between the two polypeptide sequences as determined 
by ALIGN-2) divided by (the total number of amino acid residues of the PRO polypeptide) = 

10 5 divided by 15 = 33.3% 

Table 3 

15 PRO XXXXXXXXXX (Length = 10 amino acids) 

Comparison Protein XXXXXYYYYYYZZYZ (Length = 15 amino acids) 

% amino acid sequence identity ^ 

20 (the number of identically matching amino acid residues between the two polypeptide sequences as determined 
by ALIGN-2) divided by (the total number of amino acid residues of the PRO polypeptide) = 

5 divided by 10 = 50% 
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Table 4 



PRO-DNA 
Comparison DNA 



NNNNNNNNNNNNNN 
NNNNNNLLLLLLLLLL 



(Length = 14 nucleotides) 
(Length = 16 nucleotides) 



% nucleic acid sequence identity = 

(the number of identically matching nucleotides between the two nucleic acid sequences as determined by 
ALIGN-2) divided by (the total number of nucleotides of the PRO-DNA nucleic acid sequence) = 



10 



6 divided by 14 = 42.9% 



Table 5 



15 PRO-DNA 

Comparison DNA 



NNNNNNNNNNNN 
NNNNLLLVV 



(Lengdi = 12 nucleotides) 
(Length = 9 nucleotides) 



% nucleic acid sequence identity = 

20 _ (the number of identically matching nucleotides between the two nucleic acid sequences as determined by 
ALIGN-2) divided by (the total number of nucleotides of the PRO-DNA nucleic acid sequence) = 



4 divided by 12 = 33.3^ 
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11. Compositions and Methods of the Invention 

A. Full-Length PRO Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO polypeptides. In particular, cDNAs encoding various PRO 
polypeptides have been identified and isolated, as disclosed in further detail in the Examples below. It is noted 
5 that proteins produced in separate expression rounds may be given different PRO numbers but the UNQ number 
is unique for any given DNA and the encoded protein, and will not be changed. However, for sake of 
simplicity, in the present specification the protein encoded by the full length native nucleic acid molecules 
disclosed herein as well as all further native homologues and variants included in the foregoing definition of 
PRO, will be referred to as "PRO/number", regardless of their origin or mode of preparation. 

10 As disclosed in the Examples below, various cDNA clones have been deposited with the ATCC. The 

actual nucleotide sequences of those clones can readily be determined by the skilled artisan by sequencing of the 
deposited clone using routine methods in the art. The predicted amino acid sequence can be determined from 
the nucleotide sequence using routine skill. For the PRO polypeptides and encoding nucleic acids described 
herein, Applicants have identified what is believed to be the reading frame best identifiable with the sequence 

IS information available at the time. 

B. PRO Polypeptide Variants 

In addition to the full-length native sequence PRO polypeptides described herein, it is contemplated that 
PRO variants can be prepared. PRO variants can be prepared by introducing appropriate nucleotide changes into 

20 the PRO DNA, and/or by synthesis of the desired PRO polypeptide. Those skilled in the art will appreciate that 
amino acid changes may alter post-translational processes of the PRO, such as changing the number or position 
of glycosylation sites or altering the membrane anchoring characteristics. 

Variations in the native full-length sequence PRO or in various domains of the PRO described herein, 
can be made, for exanq>le, using any of the techniques and guidelines for conservative and non-conservative 

25 mutations set forth, for instance, in U.S. Patent No, 5,364,934. Variations may be a substitution, deletion or 
insertion of one or more codons encoding the PRO that results in a change in the amino acid sequence of the 
PRO as compared with the native sequence PRO. Optionally the variation is by substitution of at least one amino 
acid with any other amino acid in one or more of the domains of the PRO. Guidance in determining which 
amino acid residue may be inserted, substituted or deleted without adversely affecting the desired activity may 

30 be found by comparing the sequence of the PRO with that of homologous known protein molecules and 
minimizing the number of amino acid sequence changes made in regions of high homology. Amino acid 
substitutions can be the result of replacing one amino acid with another amino acid having similar structural 
and/or chemical properties, such as the replacement of a leucine with a serine, i.e., conservative amino acid 
replacements. Insertions or deletions may optionally be in the range of about 1 to 5 amino acids. The variation 

35 allowed may be determined by systematically making insertions, deletions or substitutions of amino acids in the 
sequence and testing the resulting variants for activity exhibited by the full-length or mature native sequence. 

67 



SNSOOCID: <WO ^014046QA2J_> 



wo 01/40466 



PCTAUSOO/32678 



PRO polypeptide fragments are provided herein. Such fragments may be truncated at the N-terminus 
or C-terminus, or may lack internal residues, for example, when compared with a foil length native protein. 
Certain fragments lack amino acid residues that are not essential for a desired biological activity of the PRO 
polypeptide. 

PRO fragments may be prepared by any of a number of conventional techniques. Desired peptide 
5 fragments may be chemically synthesized. An alternative approach involves generating PRO fragments by 
enzymatic digestion, e.g., by treating the protein with an enzyme known to cleave proteins at sites defined by 
particular amino acid residues, or by digesting the DNA with suitable restriction enzymes and isolating the 
desired fragment. Yet another suitable technique involves isolating and amplifying a DNA fragment encoding 
a desired polypeptide fragment, by polymerase chain reaction (PGR). Oligonucleotides that defme the desired 
10 termini of the DNA fragment are employed at die 5* and 3' primers in the PGR. Preferably, PRO polypeptide 
fragments share at least one biological and/or inummological activity with the native PRO polypeptide disclosed 
herein. 

In particular embodiments, conservative substitutions of interest are shown in Table 6 under the heading 
of preferred substitutions. If such substitutions result in a change in biological activity, then more substantial 
15 changes, denominated exemplary substitutions in Table 6. or as further described below in reference to amino 
acid classes, are introduced and the products screened. 

Table 6 



20 


Original 


Exemplary 


Preferred 




Residue 


Substitutions 


Substitutions 




Ala (A) 


val; leu; ile 


val 




Arg (R) 


lys; gin; asn 


lys 


25 


Asn (N) 


gin; his; lys; arg 


gin 




Asp (D) 


glu 


glu 




Cys (C) 


ser 


ser 




Ghi (Q) 


asn 


asn 




Glu (E) 


asp 


asp 


30 


Gly (G) 


pro; ala 


ala 




His (H) 


asn; gin; lys; arg 


arg 




Ue (D 


leu; val; met; ala; phe; 








norleucine 


leu 




Leu(L) 


norleucine; ile; val; 




35 




met; ala; phe 


ile 




Lys (K) 


arg; gin; asn 


arg 




Met (M) 


leu; phe; ile 


leu 




Phe (F) 


leu; val; ile; ala; tyr 


leu 




Pro (P) 


ala 


ala 


40 


Ser (S) 


thr 


thr 




Thr(T) 


ser 


ser 




Trp (W) 


tyr; phe 


tyr 




Tyr (Y) 


trp; phe; thr; ser 


phe 




Val (V) 


ile; leu; met; phe; 




45 




ala; norleucine 


leu 
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Substantial modifications in function or immunological identity of the PRO polypeptide are accomplished 
by selecting substitutions that differ significantly in their effect on maintaining (a) the structure of the polypeptide 
backbone in the area of the substitution, for example, as a sheet or helical conformation, (b) the charge or 
hydrophobicity of the molecule at the target site, or (c) the bulk of the side chain. Naturally occurring residues 
are divided into groups based on common side-chain properties: 
5 (1) hydrophobic: norleucine, met, ala, val, leu, ile; 

(2) neutral hydrophilic: cys, ser, thr; 

(3) acidic: asp, glu; 

(4) basic: asn, gin, his, lys, arg; 

(5) residues that influence chain orientation: gly, pro; and 
10 (6) aromatic: trp, tyr, phe. 

Non-conservative substitutions will entail exchanging a member of one of these classes for another class. 
Such substituted residues also may be introduced into the conservative substitution sites or, more preferably, into 
the remaining (non-conserved) sites. 

The variations can be made using methods known in the art such as oligonucleotide-mediated (site- 
15 directed) mutagenesis, alanine scanning, and PGR mutagenesis. Site-directed mutagenesis [Carter et al., NucL 
Acids Res. . 13:4331 (1986); Zoller et al., Nucl. Acids Res. . J0:6487 (1987)], cassette mutagenesis [Wells et 
al.. Gene . 34^315 (1985)], restriction selection mutagenesis pWellsetal.. Philos. Trans. R. Soc. London SerA . 
117:415 (1986)] or other known techniques can be performed on the cloned DNA to produce the PRO variant 
DNA. 

20 Scanning amino acid analysis can also be enq>loyed to Identify one or more amino acids along a 

contiguous sequence. Among the preferred scanning amino acids are relatively small, neutral amino acids. Such 
amino acids include alanine, glycine, serine, and cysteine. Alanine is typically a preferred scanning amino acid 
among this group because it eliminates the side-chain beyond the beta-carbon and is less likely to alter the main- 
chain conformation of the variant [Cunningham and Wells, Science , 244: 1081-1085 (1989)]. Alanine is also 

25 typically preferred because it is the most conunon amino acid. Further, it is frequently found in both buried and 
exposed positions [Creighton, The Proteins . (W.H. Freeman & Co., N.Y.); Chothia, J. Mol. Biol. . 150:1 
(1976)]. If alanine substitution does not yield adequate amoimts of variant, an isoteric amino acid can be used. 

C. Modifications of PRO 

30 Covalent modifications of PRO are included within the scope of this invention. One type of covalent 

modification includes reacting targeted amino acid residues of a PRO polypeptide with an organic derivatizing 
agent that is capable of reacting with selected side chains or the N- or C- terminal residues of the PRO. 
Derivatization with bifunctional agents is useful, for instance, for crossi inking PRO to a water-insoluble support 
matrix or surface for use in the method for purifying anti-PRO antibodies, and vice- versa. Conunonly used 

35 crosslinking agents include, e.g., l,l-bis(diazoacetyl)-2-phenylethane, glutaraldehyde, N-hydroxysuccinimide 
esters, for example, esters with 4-azidosalicylic acid, homobifimctional imidoesters, including disuccinimidyl 
esters such as 3,3*-dithiobis(succinimidylpropionate), bifunctional maleimides such as bis-N-maleiniido-1,8- 
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octane and agents such as methyl-3-[(p-azidophenyl)dithio]propiounidate. 

Other modifications include deamidation of glutaminyl and asparaginyl residues to the corresponding 
glutamyl and aspartyl residues, respectively, hydroxylation of proline and lysine, phosphorylation of hydroxyl 
groups of seryl or threonyl residues, methylation of the a-amino groups of lysine, arginine, and histidine side 
chains [T.E. Creighton, Proteins: Structure and Molecular Properties . W.H. Freeman & Co., San Francisco, 
5 pp. 79-86 (1983)], acetylation of the N-terminal amine, and amidation of any C-terminal carboxyl group. 

Another type of covaleni modification of the PRO polypeptide included within the scope of this 
invention comprises altering the native glycosylation pattern of the polypeptide. "Altering the native 
glycosylation pattern" is intended for purposes herein to mean deleting one or more carbohydrate moieties found 
in native sequence PRO (either by removing the imderlying glycosylation site or by deleting the glycosylation 
10 by chemical and/or enzymatic means), and/or adding one or more glycosylation sites that are not present in the 
native sequence PRO. In addition, the phrase includes qualitative changes in the glycosylation of the native 
proteins, involving a change in the nature and proportions of the various carbohydrate moieties present. 

Addition of glycosylation sites to the PRO polypeptide may be accomplished by altering the amino acid 
sequence. The alteration may be made, for example, by the addition of, or substitution by, one or more serine 
15 or threonine residues to the native sequence PRO (for O-linked glycosylation sites). The PRO amino acid 
sequence may optionally be altered through changes at the DNA level, particularly by mutating the DNA 
encoding the PRO polypeptide at preselected bases such that codons are generated that will translate into the 
desired amino acids. 

Another means of increasing the number of carbohydrate moieties on the PRO polypeptide is by 
20 chemical or enzymatic coupling of glycosides to the polypeptide. Sudi methods are described in the art, e.g., 
in WO 87/05330 published 11 September 1987, and in Aplin and Wriston, CRC Grit. Rev. Biochem. . pp. 259- 
306 (1981). 

Removal of carbohydrate moieties present on the PRO polypeptide may be accomplished chemically 
or enz3miatically or by mutational substimtion of codons encoding for amino acid residues that serve as targets 
25 for glycosylation. Chemical deglycosylation techniques are known in the art and described, for instance, by 
Haldmuddin, et al.. Arch. Biochem. Biophys. > 259:52 (1987) and by Edge et al.. Anal. Biochem. . 118:131 
(1981). Enzymatic cleavage of carbohydrate moieties on polypeptides can be achieved by the use of a variety 
of endo- and exo-glycosidases as described by Thotakura et al., Meth. Enzvmol. . 138:350 (1987). 

Another type of covalent modification of PRO comprises linking the PRO polypeptide to one of a variety 
30 of nonproteinaceous polymers, e.g., polyethylene glycol (PEG), polypropylene glycol, or polyoxyalkylenes, in 
the manner set forth in U.S. Patent Nos. 4,640,835; 4,496,689; 4,301 , 144; 4,670,417; 4,791 , 192 or 4, 179,337, 
The PRO of the present invention may also be modified in a way to form a chimeric molecule 
comprising PRO fused to another, heterologous polypeptide or amino acid sequence. 

In one embodiment, such a chimeric molecule comprises a fusion of the PRO with a tag polypeptide 
35 which provides an epitope to which an anti-tag antibody can selectively bind. The epitope tag is generally placed 
at the amino- or carboxyl- terminus of the PRO. The presence of such epi tope-tagged forms of the PRO can be 
detected using an antibody against the tag polypeptide. Also, provision of the epitope tag enables the PRO to 
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be readily purified by affinity purification using an anti-tag antibody or another type of affinity matrix that binds 
to the epitope tag. Various tag polypeptides and their respective antibodies are well known in the art. Examples 
include poly-histidine (poly-his) or poly-histidine-glycine (poly-his-gly) tags; the flu HA tag polypeptide and its 
antibody 12CA5 [Field et al., Mol. Cell. Biol. . 8:2159-2165 (1988)]; the c-myc tag and the 8F9, 3C7, 6E10, 
G4. B7 and 9E 10 antibodies thereto [Evan et al.. Molecular and Cellular Biology . 5:3610-3616 (1985)]; and the 
5 Herpes Simplex virus glycoprotein D (gD) tag and its antibody [Paborsky et al. , Protein Engineering. 3(6):547- 
553 (1990)]. Other tag polypeptides include the Flag-peptide [Hopp et al., BioTechnoloev , 6:1204-1210 
(1988)]; the KT3 epitope peptide [Martin et al.. Science . 255:192-194 (1992)]; an a-tubulin epitope peptide 
[Skinner et al.. J. Biol. Chem. . 266:15163-15166 (1991)]; and the T7 gene 10 protein peptide tag [Lutz- 
Freyermuth et al., Proc. Natl. Acad. Sci. USA . 87:6393-6397 (1990)]. 

10 In an alternative embodiment, the chimeric molecule may comprise a fusion of the PRO with an 

immunoglobulin or a particular region of an immunoglobulin. For a bivalent form of the chimeric molecule (also 
referred to as an "immunoadhesin"), such a fusion could be to the Fc region of an IgG molecule. The Ig fusions 
preferably include the substitution of a soluble (transmembrane domain deleted or inactivated) form of a PRO 
polypeptide in place of at least one variable region within an Ig molecule. In a particularly preferred 

15 embodiment, the immunoglobulin fusion includes the hinge, CH2 and CH3, or the hinge. CHI, CH2 and CH3 
regions of an IgGl molecule. For the production of immunoglobulin fusions see also US Patent No. 5,428, 130 
issued June 27, 1995. 

D. Preparation of PRO 

20 The description below relates primarily to production of PRO by culturing cells transformed or 

transfected with a vector containing PRO nucleic acid. It is, of course, contemplated that alternative methods, 
which are well known in the art, may be employed to prepare PRO. For instance, the PRO sequence, or 
portions thereof, may be produced by direct peptide synthesis using solid-phase techniques [see, e.g., Stewart 
et al. , Solid-Phase Peptide Svnthesis . W.H. Freeman Co., San Francisco, CA (1969); Merrifield, J. Am. Chem. 

25 Soc , 85:2149-2154 (1963)]. In vitro protein synthesis may be performed using manual tedmiques or by 
automation. Automated synthesis may be accomplished, for instance, using an Applied Biosystems Peptide 
Synthesizer (Foster City, CA) using manufacmrer's instructions. Various portions of the PRO may be 
chemically synthesized separately and combined using chemical or enzymatic methods to produce the full-length 
PRO. 

30 

1. Isolation of DNA Encoding PRO 
DNA encoding PRO may be obtained from a cDNA library prepared from tissue believed to possess 
the PRO mRNA and to express it at a detectable level. Accordingly, human PRO DNA can be conveniently 
obtained from a cDNA library prepared from human tissue, such as described in the Examples. The PRO- 
35 encoding gene may also be obtained from a genomic library or by known synthetic procedures (e.g. , automated 
nucleic acid synthesis). 
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Libraries can be screened with probes (such as antibodies to the PRO or oligonucleotides of at least 
about 20-80 bases) designed to identify the gene of interest or the protein encoded by it. Screening the cDNA 
or genomic library with the selected probe may be conducted using standard procedures, such as described in 
Sambrook et al. , Molecular Cloning: A Laboratory Manual (New York: Cold Spring Harbor Laboratory Press, 
1989). An alternative means to isolate the gene encoding PRO is to use PCR methodology [Sambrook et al., 
5 supra : Dieffenbach et al., PCR Primer: A Laboratory Manual (Cold Spring Harbor Laboratory Press, 1995)]. 

The Examples below describe techniques for screening a cDN A library. The oligonucleotide sequences 
selected as probes should be of sufficient length and sufficientiy unambiguous that false positives are minimized. 
The oligonucleotide is preferably labeled such that it can be detected upon hybridization to DNA in the library 
being screened. Methods of labeling are well known in the art, and include the use of radiolabels like ^^P-labeled 
10 ATP, biotinylation or enzyme labeling. Hybridization conditions, including moderate stringency and high 
stringency, are provided in Sambrook et al., supra . 

Sequences identified in such library screening methods can be compared and aligned to other known 
sequences deposited and available in public databases such as GenBank or other private sequence databases. 
Sequence identity (at either the amino acid or nucleotide level) within defined regions of the molecule or across 
15 the full-length sequence can be determined using methods known in the art and as described herein. 

Nucleic acid having protein coding sequence may be obta'med by screening selected cDNA or genomic 
libraries using the deduced amino acid sequence disclosed herein for the first time, and, if necessary, using 
conventional primer extension procedures as described in Sambrook et al., supra , to detect precursors and 
processing intermediates of mRNA that may not have been reverse-transcribed into cDNA. 

20 

2. Selection and Transformation of Host Cells 
Host cells are transfected or transformed with expression or cloning vectors described herein for PRO 
production and cultured in conventional nutrient media modified as appropriate for inducing promoters, selecting 
transformants, or amplifying the genes encoding the desired sequences. The culture conditions, such as media, 
25 temperature, pH and the like, can be selected by the skilled artisan without undue experimentation. In general, 
principles, protocols, and practical techniques for maxunizing the productivity of cell cultures can be found in 
Mammalian Cell Biotechnology: a Practical Approach , M. Butler, ed. (IRL Press, 1991) and Sambrook et al., 
supra . 

Methods of eukaryotic cell transfection and prokaryotic cell transformation are known to the ordinarily 
30 skilled artisan, for example, CaClj, CaP04, liposome-mediated and electroporation. Depending on the host cell 
used, transformation is performed using standard techniques appropriate to such cells. The calcium treatment 
employing calcium chloride, as described in Sambrook et al., supra , or electroporation is generally used for 
prokaryotes. Infection with Agrobacterium tumefaciens is used for transformation of certain plant cells, as 
described by Shawet al.. Gene . ^:315 (1983) and WO 89/05859 published 29 June 1989. For mammalian cells 
35 without such cell walls, the calcium phosphate precipitation method of Graham and van der Eb, Virology, 
52:456-457 (1978) can be employed. General aspects of mammalian cell host system transfections have been 
described in U.S. Patent No. 4,399,216. Transformations into yeast are typically carried out according to the 
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method of Van Solingen et al. , J. Bact, , 130:946 (1977) and Hsiao et al. . Proc. Natl. A cad. Sci. (USA). 76:3829 
(1979). However, other methods for introducing DNA into cells, such as by nuclear microinjection, 
electroporation, bacterial protoplast fiision with intact cells, or polycations, e.g. , polybrene, polyomithine, may 
also be used. For various techniques for transforming mammalian cells, see Keown et al.. Methods in 
EnzvmolQgv . 185:527-537 (1990) and Mansour et al.. Nature . 336:348-352 (1988). 
5 Suitable host cells for cloning or expressing the DNA in the vectors herein include prokaryote, yeast, 

or higher eukaryote cells. Suitable prokaryotes include but are not limited to eubacteria, such as Gram-negative 
or Gram-positive organisms, for example, Enterobacteriaceae such as E, colL Various E. coli strains are 
publicly available, such as E. coli K12 strain MM294 (ATCC 31,446); coli X1776 (ATCC 31,537); E. coli 
strain W3110 (ATCC 27,325) and K5 772 (ATCC 53,635). Other suitable prokaryotic host cells include 

10 Enterobacteriaceae such as Escherichia, e.g., E. coli, Enterobacter, Erwinia, Klebsiella, Proteus, Salmonella, 
e.g.. Salmonella typhimurium, Serratia, e.g., Serratia marcescans, and Shigella^ as well as Bacilli such as B. 
subtilis and B. lichemformis (e.g., B. licheniformis 41? disclosed in DD 266,710 published 12 April 1989), 
Pseudomonas such as P. aeruginosa, and Streptomyces. These examples are illustrative rather than limiting. 
Strain W3 1 10 is one particularly preferred host or parent host because it is a common host strain for recombinant 

15 DNA product fermentations. Preferably, the host cell secretes minimal amounts of proteolytic enzymes. For 
example, strain W31 10 may be modified to effect a genetic mutation in the genes encoding proteins endogenous 
to the host, with examples of such hosts including E. coli W3l 10 strain 1A2, which has the complete genotype 
tonA ; E, coli W3110 strain 9E4, which has the complete genotype tonA ptrS; E, coli W3110 strain 27C7 
(ATCC 55,244), which has the complete genotype tonA ptrS phoA E15 (argF-lac)169 degP ompTkan'\ E. coli 

20 W3110 strain 37D6, \sdiich has the complete genotype tonA ptrS phoA El 5 (argF-lac)169 degP ompT rbs7 
ilvG karC\ E. coli W3110 strain 40B4, which is strain 37D6 with a non-kanamycin resistant degP deletion 
mutation; and an E, coli strain having mutant periplasmic protease disclosed in U.S. Patent No. 4,946,783 issued 
7 August 1990. Alternatively, in vitro methods of cloning, e.g., PCR or other nucleic acid polymerase 
reactions, are suitable. 

25 In addition to prokaryotes, eukaryotic microbes such as filamentous fungi or yeast are suitable cloning 

or expression hosts for PRO-encoding vectors. Saccharomyces cerevisiae is a commonly used lower eukaryotic 
host microorganism. Others include Schizosaccharomyces pombe (Beach and Nurse, Nature. 290: 140 [1981]; 
EP 139,383 published 2 May 1985); Kluyveromyces hosts (U.S. Patent No. 4,943,529; Fleer et al., 
Bio/TechnolQgv . 9:968-975 (1991)) such as. e.g., K. lactis (MW98-8C, CBS683, CBS4574; Louvencourt et 

30 al., J. Bacteriol. . 154(2):737-742 [1983]), K. fragilis (ATCC 12,424), K, bulgaricus (ATCC 16,045), K. 
wickeramii (ATCC 24,178), K. waltii (ATCC 56,500), K, drosophilarum (ATCC 36,906; Van den Berg et al., 
Bio/Technology . 8: 135 (1990)), K. thermotolerans, and K, marxianus; yarrowia (EP 402,226); Pichia pastoris 
(EP 183,070; Sreekrishna et al., J. Basic Microbiol. . 28:265-278 [1988]); Candida; Trichoderma reesia (EP 
244,234); Neurospora crassa (Caseet al., Proc. Natl. Acad. Sci. USA . 76:5259-5263 [1979]); Schwanniomyces 

35 such as Schwanniomyces occidentalis (EP 394,538 published 31 October 1990); and filamentous fungi such as, 
e.g., Neurospora, Penicillium, ro(ypac/a^//i<m (WO 91/00357 published lOJanuary 1991), djidAspergillusYiOsXs 
such as A. nidulans (Ballance et al., Biochem. Bioohvs. Res. Commun. . 112:284-289 [1983]; Tilbum et al., 
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Gene , 26:205-221 [1983]; Yeltonetal.. Proc. Natl. Acad. Sci. USA , 81: 1470-1474 [1984]) and /I. m^er (Kelly 
and Hynes, EMBQ J. . 4:475-479 [1985]). Methylotropic yeasts are suitable herein and Include, but are not 
limited to, yeast capable of growth on methanol selected from the genera consisting of Hansenula, Candida, 
Kloeckera, Pichia, Saccharornyces, Torulopsis, and Rkodotoruia. A list of specific species that are exemplary 
of this class of yeasts may be found in C. Anthony, The Biochemistry of Methvlotrophs , 269 (1982). 
5 Suitable host cells for the expression of glycosylated PRO are derived from multicellular organisms. 

Examples of invertebrate cells include insect cells such as Drosophiia S2 and Spodoptera Sf9, as well as plant 
cells. Examples of useful mammalian host cell lines include Chinese hamster ovary (CHO) and COS cells. 
More specific examples include monkey kidney CVl line transformed by SV40 (COS-7, ATCC CRL 1651); 
human embryonic kidney line (293 or 293 cells subcloned for growth in suspension culture, Graham et al., L 
10 Gen Virol. . 36:59 (1977)); Chinese hamster ovary cells/-DHFR (CHO, Urlaub and Chasin, Proc. Natl. Acad. 
Sci. USA . 77:4216 (1980)); mouse Sertoli cells (TM4, Mather, Biol. Reorod. , 23:243-25 1 (1980)); human lung 
cells (W138, ATCC CCL 75); human liver cells (Hep G2, HB 8065); and mouse mammary tumor (MMT 
060562, ATCC CCL51). The selection of the appropriate host cell is deemed to be within the skill in the art. 

15 3. Selection and Use of a Replicable Vector 

The nucleic acid (e.g., cDNA or genomic DNA) encoding PRO may be inserted into a replicable vector 
for cloning (amplification of the DNA) or for expression. Various vectors are publicly available. The vector 
may, for example, be in the form of a plasmid, cosmid, viral particle, or phage. The appropriate nucleic acid 
sequence may be inserted into the vector by a variety of procedures. In general, DNA is inserted into an 

20 appropriate restriction endonuclease site(s) using techniques known in the art. Vector components generally 
include, but are not limited to, one or more of a signal sequence, an origin of replication, one or more marker 
genes, an enhancer element, a promoter, and a transcription termination sequence. Construction of suitable 
vectors containing one or more of these components employs standard ligation techniques which are known to 
the skilled artisan. 

25 The PRO may be produced recombinandy not only directly, but also as a fusion polypeptide with a 

heterologous polypeptide, which may be a signal sequence or other polypeptide having a specific cleavage site 
at the N-terminus of the mature protein or polypeptide. In general, the signal sequence may be a component of 
the vector, or it may be a part of the PRO-encoding DNA that is inserted into the vector. The signal sequence 
may be a prokaryotic signal sequence selected, for example, from the group of the alkaline phosphatase, 

30 penicillinase, Ipp, or heat-stable enterotoxin II leaders. For yeast secretion the signal sequence may be, e.g., 
the yeast invertase leader, alpha factor leader (including Saccharomyces and Kluyveromyces a-factor leaders, 
the latter described in U.S. Patent No. 5.010,182), or acid phosphatase leader, the C. albicans glucoamylase 
leader (EP 362,179 published 4 April 1990), or the signal described in WO 90/13646 published 15 November 
1990. In mammalian cell expression, mammalian signal sequences may be used to direct secretion of the 

35 protein, such as signal sequences from secreted polypeptides of the same or related species, as well as viral 
secretory leaders. 
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Both expression and cloning vectors contain a nucleic acid sequence that enables the vector to replicate 
in one or more selected host cells. Such sequences are well known for a variety of bacteria, yeast, and viruses. 
The origin of replication from the plasmid pBR322 is suitable for most Gram-negative bacteria, the 2fi plasmid 
origin is suitable for yeast, and various viral origins (SV40, polyoma, adenovirus, VSV or BPV) are useful for 
cloning vectors in mammalian cells. 
5 Expression and cloning vectors will typically contain a selection gene, also termed a selectable marker. 

Typical selection genes encode proteins that (a) confer resistance to antibiotics or other toxins, e.g., ampicillin, 
neomycin, methotrexate, or tetracycline, (b) complement auxotrophic deficiencies, or (c) supply critical nutrients 
not available from complex media, e.g., the gene encoding D-alanine racemase for Bacilli. 

An example of suitable selectable markers for manunalian cells are those that enable the identification . 

10 of cells competent to take-up the PRO-encoding nucleic acid, such as DHFR or thymidine kinase. An 
appropriate host cell when wild-type DHFR is employed is the CHO cell line deficient in DHFR activity, 
prepared and propagated as described by Urlaub et al.. Proc. Natl. Acad. Sci. USA . 77:4216 (1980). A suitable 
selection gene for use in yeast is the trpl gene present in the yeast plasmid YRp7 [Stinchcomb et al.. Nature. 
282:39 (1979); Kingsman et al.. Gene . 7:141 (1979); Tschemper et al.. Gene . 10:157 (1980)]. The trpl gene 

15 provides a selection marker for a mutant strain of yeast lacking the ability to grow in tryptophan, for example, 
ATCC No. 44076 or PEP4-1 [Jones, Genetics . 85:12 (1977)]. 

Expression and cloning vectors usually contain a promoter operably linked to the PRC-encoding nucleic 
acid sequence to direct mRNA synthesis. Promoters recognized by a variety of potential host cells are well 
known. Promoters suitable for use with prokaryotic hosts include the p-lactamase and lactose promoter systems 

20 [Chang et al.. Nature, 275:615 (1978); Goeddel et al.. Nature , 281:544 (1979)], alkaline phosphatase, a 
tryptophan (trp) promoter system [Goeddel, Nucleic Acids Res. , 8:4057 (1980); EP 36,776], and hybrid 
promoters such as the tac promoter [deBoer et al., Proc. Natl. Acad. Sci. USA , 80:21-25 (1983)]. Promoters 
for use in bacterial systems also will contain a Shine-Dalgamo (S.D.) sequence operably linked to the DNA 
encoding PRO. 

25 Examples of suitable promoting sequences for use with yeast hosts include the promoters for 3- 

phosphoglycerate kinase [Hitzeman et al., J. Biol. Chem. , 255:2073 (1980)] or other glycolytic enzymes [Hess 
et al., J. Adv. Enzyme Reg. . 7:149 (1968); Holland, Biochemistry . 17:4900 (1978)], such as enolase, 
glyceraldehyde-3-phosphate dehydrogenase, hexokinase, pyruvate decarboxylase, phosphofnictokinase, glucose- 
6-phosphate isomerase, 3 -phosphoglycerate mutase, pyruvate kinase, triosephosphate isomerase, phosphoglucose 

30 isomerase, and glucokinase. 

Other yeast promoters, which are inducible promoters having the additional advantage of transcription 
controlled by growth conditions, are the promoter regions for alcohol dehydrogenase 2, isocytochrome C, acid 
phosphatase, degradative enzymes associated with nitrogen metabolism, metallothionein, glyceraldehyde-3- 
phosphate dehydrogenase, and enzymes responsible for maltose and galactose utilization. Suitable vectors and 

35 promoters for use in yeast expression are further described in EP 73,657. 

PRO transcription from vectors in mammalian host cells is controlled, for example, by promoters 
obtained from the genomes of viruses such as polyoma virus, fowlpox virus (UK 2,211,504 published 5 July 
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1989), adenovirus (such as Adenovirus 2), bovine papilloma virus, avian sarcoma virus, cytomegalovirus, a 
retrovirus, hepatitis-B virus and Simian Virus 40 (SV40), from heterologous mammalian promoters, e.g., the 
actin promoter or an immunoglobulin promoter, and from heat-shock promoters, provided such promoters are 
compatible with the host cell systems. 

Transcription of a DNA encoding the PRO by higher eukaryotes may be increased by inserting an 
5 enhancer sequence into the vector. Enhancers are cis-acting elements of DNA, usually about from 10 to 300 
bp. that act on a promoter to increase its transcription. Many enhancer sequences are now known from 
mammalian genes (globin, elastase, albumin, a-fetoprotein. and insulin). Typically, however, one will use an 
enhancer from a eukaryotic cell virus. Examples include the SV40 enhancer on the late side of the replication 
origin (bp 100-270), the cytomegalovirus early promoter enhancer, the polyoma enhancer on the late side of the 

10 replication origin, and adenovirus enhancers. The enhancer may be spliced into the vector at a position 5* or 
3* to the PRO coding sequence, but is preferably located at a site 5' from the promoter. 

Expression vectors used in eukaryotic host cells (yeast, fungi, insect, plant, animal , human, or nucleated 
cells from other multicellular organisms) will also contain sequences necessary for the termination of 
transcription and for stabilizing the mRNA. Such sequences are commonly available from the 5' and, 

15 occasionally 3 ' , untranslated regions of eukaryotic or viral DN As or cDN As. These regions contain nucleotide 
segments transcribed as polyadenylated fragments in the untranslated portion of the mRNA encoding PRO. 

Still other methods, vectors, and host cells suitable for adaptation to the synthesis of PRO in 
recombinant vertebrate cell culture are described in Gething et al.. Nature . 293:620-625 (1981); Mantei et al.. 
Nature, 281:40-46 (1979); EP 117,060; and EP 117,058. 

20 

4. Detecting Gene Amplification/Expression 
Gene amplification and/or expression may be measured in a sample directly, for example, by 
conventional Southern blotting. Northern blotting to quantitate the transcription of mRNA [Thomas, Proc. Natl. 
Acad. Sci. USA . 77:5201-5205 (1980)], dot blotting (DNA analysis), or in situ hybridization, using an 

25 appropriately labeled probe, based on the sequences provided herein. Alternatively, antibodies may be employed 
that can recognize specific duplexes, including DNA duplexes, RNA duplexes, and DN A-RN A hybrid duplexes 
or DNA-protein duplexes. The antibodies in turn may be labeled and the assay may be carried out where the 
duplex is bound to a surface, so that upon the formation of duplex on the surface, the presence of antibody bound 
to the duplex can be detected. 

30 Gene expression, alternatively, may be measured by immunological methods, such as 

immunohistochemical staining of cells or tissue sections and assay of cell culture or body fluids, to quantitate 
directly the expression of gene product. Antibodies useful for immunohistochemical staining and/or assay of 
sample fluids may be either monoclonal or polyclonal, and may be prepared in any mammal. Conveniently, the 
antibodies may be prepared against a native sequence PRO polypeptide or against a synthetic peptide based on 

35 the DNA sequences provided herein or against exogenous sequence fused to PRO DNA and encoding a specific 
antibody epitope. 

76 



BNSDCCID: <WO p140466A2_L> 



wo 01/40466 



PCT/USOO/32678 



5. Purification of Polypeptide 
Forms of PRO may be recovered from culture medium or from host cell lysates. If membrane-bound, 
it can be released from the membrane using a suitable detergent solution (e.g. Triton-X 100) or by enzymatic 
cleavage. Cells employed in expression of PRO can be disrupted by various physical or chemical means, such 
as freeze-thaw cycling, sonication, mechanical disruption, or cell lysing agents. 
5 It may be desired to purify PRO from recombinant cell proteins or polypeptides. The following 

procedures are exemplary of suitable purification procedures: by fractionation on an ion-exchange column; 
ethanol precipitation; reverse phase HPLC; chromatography on silica or on a cation-exchange resin such as 
DEAE; chromatofocusing; SDS-PAGE; ammonium sulfate precipitation; gel filtration using, for example, 
Sephadex G-75; protein A Sepharose columns to remove contaminants such as IgG; and metal chelating columns 
10 to bind epitope-tagged forms of the PRO. Various methods of protein purification may be employed and such 
methods are known in the art and described for example in Deutscher, Methods in Enzvmoiogy . 182 (1990); 
Scopes, Protein Purification: Principles and Practice , Springer- Verlag, New York (1982). The purification 
step(s) selected will depend, for example, on the nature of the production process used and the particular PRO 
produced. 

15 

E. Uses for PRO 

Nucleotide sequences (or their complement) encoding PRO have various applications in the art of 
molecular biology, including uses as hybridization probes, in chromosome and gene mapping and in the 
generation of anti-sense RNA and DNA. PRO nucleic acid will also be useful for the preparation of PRO 

20 polypeptides by the recombinant techniques described herein. 

The full-length native sequence PRO gene, or portions thereof, may be used as hybridization probes 
for a cDNA library to isolate the full-length PRO cDNA or to isolate still other cDNAs (for instance, those 
encoding naturally-occurring variants of PRO or PRO from other species) which have a desired sequence identity 
to the native PRO sequence disclosed herein. Optionally, the length of the probes will be about 20 to about 50 

25 bases. The hybridization probes may be derived from at least partially novel regions of the full length native 
nucleotide sequence herein those regions may be determined without undue experimentation or from genomic 
sequences including promoters, enhancer elements and introns of native sequence PRO. By way of example, 
a screening method will comprise isolating the coding region of the PRO gene using the known DNA sequence 
to synthesize a selected probe of about 40 bases. Hybridization probes may be labeled by a variety of labels, 

30 including radionucleotides such as ^^P or ^^S, or enzymatic labels such as alkaline phosphatase coupled to the 
probe via avidin/biotin coupling systems. Labeled probes having a sequence complementary to that of the PRO 
gene of the present invention can be used to screen libraries of human cDN A, genomic DNA or mRNA to 
determine which members of such libraries the probe hybridizes to. Hybridization techniques are described in 
further detail in the Examples below. 

35 Any EST sequences disclosed in the present application may similarly be employed as probes, using 

the methods disclosed herein. 
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Other useful fragments of the PRO nucleic acids include antisense or sense oligonucleotides comprising 
a singe-stranded nucleic acid sequence (either RNA or DN A) capable of binding to target PRO mRNA (sense) 
or PRO DNA (antisense) sequences. Antisense or sense oligonucleotides, according to the present invention, 
comprise a fragment of the coding region of PRO DNA. Such a fragment generally comprises at least about 14 
nucleotides, preferably from about 14 to 30 nucleotides. The ability to derive an antisense or a sense 
5 oligonucleotide, based upon a cDNA sequence encoding a given protein is described in, for example. Stein and 
Cohen (Cancer Res. 48:2659, 1988) and van der Krol et al. (BioTechniques 6:958, 1988). 

Binding of antisense or sense oligonucleotides to target nucleic acid sequences results in the formation 
of duplexes that block transcription or translation of the target sequence by one of several means, including 
enhanced degradation of the duplexes, premamre termination of transcription or translation, or by other means. 

10 The antisense oligonucleotides thus may be used to block expression of PRO proteins. Antisense or sense 
oligonucleotides further comprise oligonucleotides having modified sugar-phosphodiester backbones (or other 
sugar linkages, such as those described in WO 91/06629) and wherein such sugar linkages are resistant to 
endogenous nucleases. Such oligonucleotides with resistant sugar linkages are stable in vivo (i.e., capable of 
resisting enzymatic degradation) but retain sequence specificity to be able to bind to target nucleotide sequences. 

15 Other examples of sense or antisense oligonucleotides include those oligonucleotides which are 

covalently linked to organic moieties, such as those described in WO 90/10048, and other moieties that increases 
affinity of the oligonucleotide for a target nucleic acid sequence, such as poly-(L-lysine). Further still, 
intercalating agents, such as eliipticine, and alkylating agents or metal complexes may be anached to sense or 
antisense oligonucleotides to modify binding specificities of the antisense or sense oligonucleotide for the target 

20 nucleotide sequence. 

Antisense or sense oligonucleotides may be introduced into a cell containing the target nucleic acid 
sequence by any gene transfer method, including, for example, CaP04-mediated DNA transfection, 
electroporation, or by using gene transfer vectors such as Epstein-Barr virus. In a preferred procedure, an 
antisense or sense oligonucleotide is inserted into a suitable retroviral vector. A cell containing the target nucleic 

25 acid sequence is contacted with the recombinant retroviral vector, either in vivo or ex vivo. Suitable retroviral 
vectors include, but are not limited to, those derived from the murine retrovirus M-MuLV, N2 (a retrovirus 
derived from M-MuLV), or the double copy vectors designated DCT5A, DCT5B and DCT5C (see WO 
90/13641). 

Sense or antisense oligonucleotides also may be introduced into a cell containing the target nucleotide 
30 sequence by formation of a conjugate with a ligand binding molecule, as described in WO 91/04753. Suitable 
ligand binding molecules include, but are not limited to, cell surface receptors, growth factors, other cytokines, 
or other ligands that bind to cell surface receptors. Preferably, conjugation of the ligand binding molecule does 
not substantially interfere with the ability of the ligand binding molecule to bind to its corresponding molecule 
or receptor, or block entry of the sense or antisense oligonucleotide or its conjugated version into the cell. 
35 Alternatively, a sense or an antisense oligonucleotide may be introduced into a cell containing the target 

nucleic acid sequence by formation of an oligonucleotide-lipid complex, as described in WO 90/10448, The 
sense or antisense oligonucleotide-lipid complex is preferably dissociated within the cell by an endogenous lipase. 
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Antisense or sense RNA or DNA molecules are generally at least about 5 bases in length, about 10 
bases in length, about 15 bases in length, about 20 bases in length, about 25 bases in length, about 30 bases in 
length, about 35 bases in length, about 40 bases in length, about 45 bases in length, about 50 bases in length, 
about 55 bases in length, about 60 bases in length, about 65 bases in length, about 70 bases in length, about 75 
bases in length, about 80 bases in length, about 85 bases in length, about 90 bases in length, about 95 bases in 
5 length, about 100 bases in length, or more. 

The probes may also be employed in PCR techniques to generate a pool of sequences for identification 
of closely related PRO coding sequences. 

Nucleotide sequences encoding a PRO can also be used to construct hybridization probes for mapping 
the gene which encodes that PRO and for the genetic analysis of individuals with genetic disorders. The 

10 nucleotide sequences provided herein may be mapped to a chromosome and specific regions of a chromosome 
using known techniques, such as in situ hybridization, linkage analysis against known chromosomal markers, 
and hybridization screening with libraries. 

When the coding sequences for PRO encode a protein which binds to another protein (example, where 
the PRO is a receptor), the PRO can be used in assays to identify the other proteins or molecules involved in 

15 the binding interaction. By such methods, inhibitors of the receptor/ligand binding interaction can be identified. 
Proteins involved in such binding interactions can also be used to screen for peptide or small molecule inhibitors 
or agonists of the binding interaction. Also, the receptor PRO can be used to isolate correlative ligand(s). 
Screening assays can be designed to find lead compounds that mimic the biological activity of a native PRO or 
a receptor for-4*RO. Such screening assays will include assays amenable to high-throughput screening of 

20 chemical libraries, making them particularly stiitable for identifying small molecule drug csuididates. Small 
molecules contemplated include synthetic organic or inorganic compounds. The assays can be performed in a 
variety of formats, including protein-protein binding assays, biochemical screening assays, immunoassays and 
cell based assays, which are well characterized in the art. 

Nucleic acids which encode PRO or its modified forms can also be used to generate either transgenic 

25 animals or "knock out" animals which, in turn, are useful in the development and screening of therapeutically 
useful reagents. A transgenic animal (e.g., a mouse or rat) is an animal having cells that contain a transgene, 
which transgene was introduced into the animal or an ancestor of the animal at a prenatal, e.g., an embryonic 
stage. A transgene is a DNA which is integrated into the genome of a cell from which a transgenic animal 
develops. In one embodiment, cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 

30 accordance with established techniques and the genomic sequences used to generate transgenic animals that 
contain cells which express DNA encoding PRO. Methods for generating transgenic animals, particularly 
animals such as mice or rats, have become conventional in the art and are described, for example, in U.S. Patent 
Nos. 4,736,866 and 4,870.009. Typically, particular cells would be targeted for PRO transgene incorporation 
with tissue-specific enhancers. Transgenic animals that include a copy of a transgene encoding PRO introduced 

35 into the germ line of the animal at an embryonic stage can be used to examine the effect of increased expression 
of DNA encoding PRO. Such animals can be used as tester animals for reagents thought to confer protection 
from, for example, pathological conditions associated with its overexpression. In accordance with this facet of 
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the invention, an animal is treated with the reagent and a reduced incidence of the pathological condition, 
compared to untreated animals bearing the transgene, would indicate a potential therapeutic intervention for the 
pathological condition. 

Alternatively, non-human homoiogues of PRO can be used to construct a PRO "knock out" animal 
which has a defective or altered gene encoding PRO as a result of homologous recombination between the 
5 endogenous gene encoding PRO and altered genomic DNA encoding PRO introduced into an embryonic stem 
cell of the animal. For example, cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 
accordance with established techniques. A portion of the genomic DNA encoding PRO can be deleted or 
replaced with another gene, such as a gene encoding a selectable marker which can be used to monitor 
integration. Typically, several kilobases of imaltered flanking DNA (both at the 5' and 3' ends) are included 

10 in the vector [see e.g., Thomas and Capecchi, Cell, 51:503 (1987) for a description of homologous 
recombination vectors]. The vector is introduced into an embryonic stem cell line (e.g. , by electroporation) and 
cells in which the introduced DNA has homologously recombined with the endogenous DNA are selected [see 
e.g., Li et al.. Cell . 69:915 (1992)]. The selected cells are then injected into a blastocyst of an animal (e.g., 
a mouse or rat) to form aggregation chimeras [see e.g., Bradley, in Teratocarcinomas and Embryonic Stem 

15 Cells: A Practical Approach, E. J. Robenson, ed. (IRL, Oxford, 1987), pp. 1 13-152]. A chimeric embryo can 
then be implanted into a suitable pseudopregnant female foster animal and the embryo brought to term to create 
a "knock out" animal. Progeny harboring the homologously recombined DNA in their germ cells can be 
identified by standard techniques and used to breed animals in which all cells of the animal contain the 
homologously recombined DNA. Knockout animals can be characterized for instance, for their ability to defend 

20 against certain pathological conditions and for their development of pathological conditions due to absence of 
the PRO polypeptide. 

Nucleic acid encoding the PRO polypeptides may also be used in gene therapy. In gene therapy 
applications, genes are introduced into cells in order to achieve in vivo synthesis of a therapeutically effective 
genetic product, for example for replacement of a defective gene. "Gene therapy" includes both conventional 

25 gene therapy where a lasting effect is achieved by a single treatment, and the administration of gene therapeutic 
agents, which involves the one time or repeated administration of a therapeutically effective DNA or mRNA. 
Antisense RNAs and DNAs can be used as therapeutic agents for blocking the expression of certain genes in 
vivo. It has already been shown that short antisense oligonucleotides can be imported into cells where they act 
as inhibitors, despite their low intracellular concentrations caiised by their restricted uptake by the cell 

30 membrane. (Zamecnik et al., Proc. Natl. Acad. Sci. USA 83:4143-4146 [1986]). The oligonucleotides can be 
modified to enhance their uptake, e.g. by substituting their negatively charged phosphodiester groups by 
uncharged groups. 

There are a variety of techniques available for introducing nucleic acids into viable cells. The 
techniques vary depending upon whether the nucleic acid is transferred into cultured cells in vitro, or in vivo in 
35 the cells of the intended host. Techniques suitable for the transfer of nucleic acid into mammalian cells in vitro 
include the use of liposomes, electroporation, microinjection, cell fusion, DEAE-dextran, the calcium phosphate 
precipitation method, etc. The currently preferred in vivo gene transfer techniques include transfection with viral 
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(typically retroviral) vectors and viral coat protein-liposome mediated transfection (Dzau et al.. Trends in 
Biotechnology 11, 205-210 [1993]), In some situations it is desirable to provide the nucleic acid source with 
an agent that targets the target cells, such as an antibody specific for a cell surface membrane protein or the 
target cell, a ligand for a receptor on the target cell, etc. Where liposomes are employed, proteins which bind 
to a cell surface membrane protein associated with endocytosis may be used for targeting and/or to facilitate 
5 uptake, e.g. capsid proteins or fragments thereof tropic for a particular cell type, antibodies for proteins which 
undergo internalization in cycling, proteins that target intracellular localization and enhance intracellular half-life. 
The technique of receptor-mediated endocytosis is described, for example, by Wu et al., J. Biol. Chem. 262, 
4429-4432 (1987); and Wagner et al., Proc. Natl. Acad. Sci. USA 87, 3410-3414 (1990). For review of gene 
marking and gene therapy protocols see Anderson et al.. Science 256, 808-813 (1992). 
10 The PRO polypeptides described herein may also be employed as molecular weight markers for protein 

electrophoresis purposes and the isolated nucleic acid sequences may be used for recombinantly expressing those 
markers. 

The nucleic acid molecules encoding the PRO polypeptides or fragments thereof described herein are 
useful for chromosome identification. In this regard, there exists an ongoing need to identify new chromosome 

15 markers, since relatively few chromosome marking reagents, based upon actual sequence data are presently 
available. Each PRO nucleic acid molecule of the present invention can be used as a chromosome marker. 

The PRO polypeptides and nucleic acid molecules of the present invention may also be used 
diagnostically for tissue typing, wherein the PRO polypeptides of the present invention may be differentially 
expressed in one tissue as compared to another, preferably in a diseased tissue as compared to a normal tissue 

20 of the same tissue type. PRO nucleic acid molecules will find use for generating probes for PGR, Northern 
analysis. Southern analysis and Western analysis. 

The PRO polypeptides described herein may also be employed as therapeutic agents. The PRO 
polypeptides of the present invention can be formulated according to known methods to prepare pharmaceutically 
useful compositions, whereby the PRO product hereof is combined in admixture with a pharmaceutically 

25 acceptable carrier vehicle. Therapeutic formulations are prepared for storage by mixing the active ingredient 
having the desired degree of purity with optional physiologically acceptable carriers, excipients or stabilizers 
(Remington's Pharmaceutical Sciences 16th edition, Osol, A. Ed. (1980)), in the form of lyophilized 
formulations or aqueous solutions. Acceptable carriers, excipients or stabilizers are nontoxic to recipients at the 
dosages and concentrations employed, and include buffers such as phosphate, citrate and other organic acids; 

30 antioxidants including ascorbic acid; low molecular weight (less than about 10 residues) polypeptides; proteins, 
such as serum albumin, gelatin or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone, amino 
acids such as glycine, glutamine, asparagine, arginine or lysine; monosaccharides, disaccharides and other 
carbohydrates including glucose, mannose, or dextrins; chelating agents such as EDTA; sugar alcohols such as 
mannitol or sorbitol; salt-forming counterions such as sodium; and/or nonionic surfactants such as TWEEN^**, 

35 PLURONICS^*^ or PEG. 

The formulations to be used for in vivo administration must be sterile. This is readily accomplished by 
filtration through sterile filtration membranes, prior to or following lyophilization and reconstitution. 
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Therapeutic compositions herein generally are placed into a container having a sterile access port, for 
example, an intravenous solution bag or vial having a stopper pierceable by a hypodermic injection needle. 

The route of administration is in accord with known methods, e.g. injection or infusion by intravenous, 
intraperitoneal, intracerebral, intramuscular, intraocular, intraarterial or intralesional routes, topical 
administration, or by sustained release systems. 
5 Dosages and desired drug concentrations of pharmaceutical compositions of the present invention may 

vary depending on the particular use envisioned. The determination of the appropriate dosage or route of 
administration is well within the skill of an ordinary physician. Animal experiments provide reliable guidance 
for the determination of effective doses for human therapy. Interspecies scaling of effective doses can be 
performed following the principles laid down by Mordenti, J. and Chappell, W. "The use of interspecies scaling 
10 in toxicokinetics" In Toxicokinetics and New Drug Development, Yacobi et al., Eds., Pergamon Press, New 
York 1989, pp. 42-96. 

When in vivo administration of a PRO polypeptide or agonist or antagonist thereof is employed, normal 
dosage amounts may vary from about 10 ng/kg to up to 100 mg/kg of mammal body weight or more per day, 
preferably about 1 /*g/kg/day to 10 mg/kg/day, depending upon the route of administration. Guidance as to 

15 particular dosages and methods of delivery is provided in the literature; see, for example, U.S. Pat. Nos. 
4,657,760; 5,206,344; or 5,225,212, It is anticipated that different formulations will be effective for different 
treatment compounds and different disorders, that administration targeting one organ or tissue, for example, may 
necessitate delivery in a manner different from that to another organ or tissue. 

Where-sustained-release administration of a PRO polypeptide is desired in a formulation with release 

20 characteristics suitable for the treatment of any disease or disorder requiring administration of the PRO 
polypeptide, microencapsulation of the PRO polypeptide is contemplated. Microencapsulation of recombinant 
proteins for sustained release has been successfully performed with human growth hormone (rhOH), interferon- 
(rhlFN- ), interleukin-2, and MN rgpl20. Johnson et al., Nat. Med. , 2:795-799 (1996); Yasuda, Biomed. 
Ther. , 27: 1221-1223 (1993); Mora et aL . Bio/Technoloev. 8:755-758 (1990); Cleland, "Design and Production 

25 of Single Immumzation Vaccines Using Polylactide Polyglycolide Microsphere Systems," in Vaccine Design: 
The Subunit and Adjuvant Aporoach , Powell and Newman, eds, (Plenum Press: New York, 1995), pp. 439-462; 
WO 97/03692, WO 96/40072, WO 96/07399; and U.S. Pat. No. 5,654,010. 

The sustained-release formulations of these proteins were developed using poly-lactic-coglycolic acid 
(PLC A) polymer due to its biocompatibility and wide range of biodegradable properties. The degradation 

30 products of PLGA, lactic and glycolic acids, can be cleared quickly within the human body. Moreover, the 
degradability of this polymer can be adjusted from months to years depending on its molecular weight and 
composition. Lewis, "Controlled release of bioactive agents from lactide/glycolide polymer," in: M. Chasin 
and R. Langer (Eds.), Biodegradable Polvmers as Drug Delivery Systems (Marcel Dekker: New York, 1990), 
pp. 1-41. 

35 This invention encompasses methods of screening compounds to identify those that mimic the PRO 

polypeptide (agonists) or prevent the effect of the PRO polypeptide (antagonists). Screening assays for 
antagonist drug candidates are designed to identify compounds that bind or complex with the PRO polypeptides 
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encoded by the^ genes identified herein, or otherwise interfere with the interaction of the encoded polypeptides 
with other cellular proteins. Such screening assays will include assays amenable to high-throughput screening 
of chemical libraries, making them particularly suitable for identifying small molecule drug candidates. 

The assays can be performed in a variety of formats, including protein-protein binding assays, 
biochemical screening assays, immunoassays, and cell-based assays, which are well characterized in the art, 
5 All assays for antagonists are common in that they call for contacting the drug candidate with a PRO 

polypeptide encoded by a nucleic acid identified herein under conditions and for a time sufficient to allow these 
two components to interact. 

In binding assays, the interaction is binding and the complex formed can be isolated or detected in the 
reaction mixture. In a particular embodiment, the PRO polypeptide encoded by the gene identified herein or the 

10 drug candidate is immobilized on a solid phase, e.g., on a microtiter plate, by covalent or non-covalent 
attachments. Non-covalent attachment generally is accomplished by coating the solid surface with a solution of 
the PRO polypeptide and drying. Alternatively, an immobilized antibody, e.g. , a monoclonal antibody, specific 
for the PRO polypeptide to be immobilized can be used to anchor it to a solid surface. The assay is performed 
by adding the non-immobilized component, which may be labeled by a detectable label, to the immobilized 

15 component, e.g., the coated surface containing the anchored component. When the reaction is complete, the 
non-reacted components are removed, e.g., by washing, and complexes anchored on the solid surface are 
detected. When the originally non-immobilized component carries a detectable label, the detection of label 
immobilized on the surface indicates that complexing occurred. Where the originally non-immobilized 
component does not carry a label, complexing can be detected, for example, by using a labeled antibody 

20 specifically binding the immobilized complex. 

If the candidate compound interacts with but does not bind to a particular PRO polypeptide encoded by 
a gene identified herein, its interaction with that polypeptide can be assayed by methods well known for detecting 
protein-protein interactions. Such assays include traditional approaches, such as, e.g., cross-linking, co- 
immimoprecipitation, and co-purification through gradients or chromatographic columns. In addition, protein- 

25 protein interactions can be monitored by using a yeast-based genetic system described by Fields and co-workers 
(Fields and Song, Nature (London) . 340:245-246 (1989); Chien et al., Proc. Natl. Acad. Sci. USA . 88:9578- 
9582 (1991)) as disclosed by Chevray and Nadians, Proc. Natl. Acad. Sci. USA . 89: 5789-5793 (1991). Many 
transcriptional activators, such as yeast GAL4, consist of two physically discrete modular domains, one acting 
as the DNA-binding domain, the other one functioning as the transcription-activation domain. The yeast 

30 expression system described in the foregoing publications (generally referred to as the "two-hybrid system") 
takes advantage of this property, and employs two hybrid proteins, one in which the target protein is fused to 
the DNA-binding domain of GAL4, and another, in which candidate activating proteins are fused to the 
activation domain. The expression of a GALl-/acZ reporter gene under control of a GAM -activated promoter 
depends on reconstitution of GAL4 activity via protein-protein interaction. Colonies containing interacting 

35 polypeptides are detected with a chromogenic substrate for P-galactosidase. A complete kit 
(MATCHMAKER™) for identifying protein-protein interactions between two specific proteins using the two- 
hybrid technique is conunercially available from Clontech. This system can also be extended to map protein 
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domains involved in specific protein interactions as well as to pinpoint amino acid residues that are crucial for 
these interactions. 

Compounds that interfere with the interaction of a gene encoding a PRO polypeptide identified herein 
and other intra- or extracellular components can be tested as follows: usually a reaction mixture is prepared 
containing the product of the gene and the intra- or extracellular component under conditions and for a time 
5 allowing for the interaction and binding of the two products. To test the ability of a candidate compound to 
inhibit binding, the reaction is run in the absence and in the presence of the test compound. In addition, a 
placebo may be added to a third reaction mixture, to serve as positive control. The binding (complex formation) 
between the test compound and the intra- or extracellular component present in the mixture is monitored as 
described hereinabove. The formation of a complex in the control reaction(s) but not in the reaction mixture 
10 containing the test compound indicates that the test compound interferes with the interaction of the test compound 
and its reaction partner. 

To assay for antagonists, the PRO polypeptide may be added to a cell along with the compound to be 
screened for a particular activity and the ability of the compoimd to inhibit the activity of interest in the presence 
of the PRO polypeptide indicates that the compound is an antagonist to the PRO polypeptide. Alternatively, 

15 antagonists may be detected by combining the PRO polypeptide and a potential antagonist with membrane-bound 
PRO polypeptide receptors or recombinant receptors under appropriate conditions for a competitive inhibition 
assay. The PRO polypeptide can be labeled, such as by radioactivity, such that the number of PRO polypeptide 
molecules boimd to the receptor can be used to determine the effectiveness of the potential antagonist. The gene 
encoding the receptor can be identified by numerous methods known to those of skill in the art, for example, 

20 ligand panning and FACS sorting. Coligan et al.. Current Protocols in Immun. , 1(2): Chapter 5 (1991). 
Preferably, expression cloning is eix^)loyed wherein polyadenylated RNA is prepared from a cell responsive to 
the PRO polypeptide and a cDN A library created from this RNA is divided into pools and used to transfect COS 
cells or other cells that are not responsive to tfie PRO polypeptide. Transfected cells that are grown on glass 
slides are exposed to labeled PRO polypeptide. The PRO polypeptide can be labeled by a variety of means 

25 including iodination or inclusion of a recognition site for a site-specific protein kinase. Following fixation and 
incubation, the slides are subjected to autoradiographic analysis. Positive pools are identified and sub-pools are 
prepared and re-transfected using an interactive sub-pooling and re-screening process, evenmally yielding a 
single clone that encodes the putative receptor. 

As an alternative approach for receptor identification, labeled PRO polypeptide can be photoaffinity- 

30 linked with cell membrane or extract preparations that express the receptor molecule. Cross-linked material is 
resolved by PAGE and exposed to X-ray film. The labeled complex containing the receptor can be excised, 
resolved into peptide fragments, and subjected to protein micro-sequencing. The amino acid sequence obtained 
from micro- sequencing would be used to design a set of degenerate oligonucleotide probes to screen a cDNA 
library to identify the gene encoding the putative receptor. 

35 In another assay for antagonists, mammalian cells or a membrane preparation expressing the receptor 

would be incubated with labeled PRO polypeptide in the presence of the candidate compound. The ability of 
the compound to enhance or block this interaction could then be measured. 
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More specific examples of potential antagonists include an oligonucleotide that binds to the fusions of 
immunoglobulin with PRO polypeptide, and, in particular, antibodies including, without limitation, poly- and 
monoclonal antibodies and antibody fragments, single-chain antibodies, anti-idiotypic antibodies, and chimeric 
or humanized versions of such antibodies or fragments, as well as human antibodies and antibody fragments. 
Alternatively, a potential antagonist may be a closely related protein, for example, a mutated form of the PRO 
5 polypeptide that recognizes the receptor but imparts no effect, thereby competitively inhibiting the action of the 
PRO polypeptide. 

Another potential PRO polypeptide antagonist is an antisense RNA or DNA construct prepared using 
antisense technology, where, e.g., an antisense RNA or DNA molecule acts to block directly the translation of 
mRNA by hybridizing to targeted mRNA and preventing protein translation. Antisense technology can be used 

10 to control gene expression through triple-helix formation or antisense DNA or RNA, both of which methods are 
based on binding of a polynucleotide to DNA or RNA. For example, the 5 * coding portion of the polynucleotide 
sequence, which encodes the mature PRO polypeptides herein, is used to design an antisense RNA 
oligonucleotide of from about 10 to 40 base pairs in length. A DNA oligonucleotide is designed to be 
complementary to a region of the gene involved in transcription (triple helix - see Lee et al., Nucl. Acids Res. . 

15 6:3073 (1979); Cooney et al.. Science , 241: 456 (1988); Dervan et al.. Science . 251:1360 (1991)), thereby 
preventing transcription and the production of the PRO polypeptide. The antisense RNA oligonucleotide 
hybridizes to the mRNA in vivo and blocks translation of the mRNA molecule into the PRO polypeptide 
(antisense - Okano, Neurochem. . 56:560 (1991); Oligodeoxvnucleotides as Antisense Inhibitors of Gene 
Ex pression (CRC Press: Boca Raton, FL, 1988). The oligonucleotides described above can also be delivered 

20 to cells such that the antisense RNA or DNA may be expressed in vivo to inhibit production of the PRO 
polypeptide. When antisense DNA is used, oligodeoxyribonucleotides derived from the translation-initiation site, 
e.g., between about -10 and + 10 positions of the target gene nucleotide sequence, are preferred. 

Potential antagonists include small molecules that bind to the active site, the receptor binding site, or 
growth factor or other relevant binding site of the PRO polypeptide, thereby blocking the normal biological 

25 activity of the PRO polypeptide. Examples of small molecules include, but are not limited to, small peptides 
or peptide-like molecules, preferably soluble peptides, and synthetic non-peptidyl organic or inorganic 
compounds. 

Ribozymes are enzymatic RNA molecules capable of catalyzing the specific cleavage of RNA. 

Ribozymes act by sequence-specific hybridization to the complementary target RNA, followed by 
30 endonucleolytic cleavage. Specific ribozyme cleavage sites within a potential RNA target can be identified by 

known techniques. For further details see, e.g., Rossi, Current Bioloev . 4:469-471 (1994), and PCT publication 

No. WO 97/33551 (published September 18, 1997). 

Nucleic acid molecules in triple-helix formation used to inhibit transcription should be single-stranded 

and composed of deoxynucleotides. The base composition of these oligonucleotides is designed such that it 
35 promotes triple-helix formation via Hoogsteen base-pairing rules, which generally require sizeable stretches of 

purines or pyrimidines on one strand of a duplex. For further details see, e.g., PCT publication No. WO 

97(33551, supra, 
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These" small molecules can be identified by any one or more of the screening assays discussed 
hereinabove and/or by any other screening techniques well known for those skilled in the art. 

Diagnostic and therapeutic uses of the herein disclosed molecules may also be based upon the positive 
functional assay hits disclosed and described below. 

5 F. Anti'PRO Antibodies 

The present invention further provides anti-PRO antibodies. Exemplary antibodies include polyclonal, 
monoclonal, humanized, bispecific, and heteroconjugate antibodies. 

1. Polyclonal Antibodies 

10 The anti-PRO antibodies may comprise polyclonal antibodies. Methods of preparing polyclonal 

antibodies are known to the skilled artisan. Polyclonal antibodies can be raised in a mammal, for example, by 
one or more injections of an inununizing agent and, if desired, an adjuvant. Typically, the immunizing agent 
and/or adjuvant will be injected in the mammal by multiple subcutaneous or intraperitoneal injections. The 
immunizing agent may include the PRO polypeptide or a fusion protein thereof. It may be useful to conjugate 

15 the immunizing agent to a protein known to be immunogenic in the mammal being immunized. Examples of 
such immimogenic proteins include but are not limited to keyhole limpet hemocyanin, serum albumin, bovine 
thyroglobulin, and soybean trypsin inhibitor. Examples of adjuvants which may be employed include Freund's 
complete adjuvant and MPL-TDM adjuvant (monophosphoryl Lipid A, synthetic trehalose dicorynomycolate). 
The immunization protocol may be selected by one skilled in the art without undue experimentation. 

20 

2. Monoclonal Antibodies 

The anti-PRO antibodies may, alternatively, be monoclonal antibodies. Monoclonal antibodies may be 
prepared using hybridoma methods, such as those described by Kohler and Milstein, Nature , 256:495 (1975). 
hi a hybridoma method, a mouse, hamster, or other appropriate host animal, is typically immunized with an 

25 immunizing agent to elicit lymphocytes that produce or are capable of producing antibodies that will specifically 
bind to the immunizing agent. Alternatively, the lymphocytes may be immunized in vitro. 

The immunizing agent will typically include the PRO polypeptide or a fusion protein thereof. 
Generally, either peripheral blood lymphocytes ("PBLs") are used if cells of human origin are desired, or spleen 
cells or lymph node cells are used if non-human mammalian sources are desired. The lymphocytes are then 

30 fused with an immortalized cell line using a suitable fusing agent, such as polyethylene glycol, to form a 
hybridoma cell [Coding, Monoclonal Antibodies: Principles and Practice . Academic Press, (1986) pp. 59-103]. 
Inunortalized cell lines are usually transformed mammalian cells, particularly myeloma cells of rodent, bovine 
and human origin. Usually, rat or mouse myeloma cell lines are employed. The hybridoma cells may be 
cultured in a suitable culture medium that preferably contains one or more substances that inhibit the growth or 

35 survival of the unfiised, immortalized cells. For example, if the parental cells lack the enzyme hypoxanthine 
guanine phosphoribosyl transferase (HGPRT or HPRT), the culture medium for the hybridomas typically will 
include hypoxanthine, aminopterin, and thymidine ("HAT medium"), which substances prevent the growth of 
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HGPRT-deficient cells. 

Preferred immortalized cell lines are those that fiise efficiently, support stable high level expression of 
antibody by the selected antibody-producing cells, and are sensitive to a medium such as HAT medium. More 
preferred immortalized cell lines are murine myeloma lines, which can be obtained, for instance, from the Salk 
Institute Cell Distribution Center, San Diego, California and the American Type Culture Collection, Manassas, 
5 Virginia. Human myeloma and mouse-human heteromyeloma cell lines also have been described for the 
production of human monoclonal antibodies [Kozbor, J. Immunol. > i33:3001 (1984); Brodeur et al. , Monoclonal 
Antibodv Production Techniques and Aoolications , Marcel Dekker, Inc., New York, (1987) pp. 51-63]. 

The culture medium in which the hybridoma cells are cultured can then be assayed for the presence of 
monoclonal antibodies directed against PRO. Preferably, the binding specificity of monoclonal antibodies 

10 produced by the hybridoma cells is determined by inununoprecipitation or by an in vitro binding assay, such as 
radioimmunoassay (RIA) or enzyme-linked immunoabsorbent assay (ELISA). Such techniques and assays are 
known in the art. The binding afFmity of the monoclonal antibody can, for example, be determined by the 
Scatchard analysis of Munson and Pollard, Anal. Biochem, . 107:220 (1980). 

After the desired hybridoma cells are identified, the clones may be subcloned by limiting dilution 

15 procedures and grown by standard methods [Coding, supral . Suitable culture media for this purpose include, 
for example, Dulbecco's Modified Eagle's Medium and RPMI-1640 medium. Alternatively, the hybridoma cells 
may be grown in vivo as ascites in a mammal. 

The monoclonal antibodies secreted by the subclones may be isolated or purified from the culture 
medium or ascites fluid by conventional immunoglobulin purification procedures such as, for example, protein 

20 A-Sepharose, hydroxylapatite chromatography, gel electrophoresis, dialysis, or affmity chromatography. 

The monoclonal antibodies may also be made by recombinant DN A methods, such as those described 
in U.S. Patent No. 4,816,567. DNA encoding the monoclonal antibodies of the invention can be readily isolated 
and sequenced using conventional procedures (e.g., by using oligonucleotide probes that are capable of binding 
specifically to genes encoding the heavy and light chains of murine antibodies). The hybridoma cells of the 

25 invention serve as a preferred source of such DNA. Once isolated, the DNA may be placed into expression 
vectors, which are then transfected into host cells such as simian COS cells, Chinese hamster ovary (CHO) cells, 
or myeloma cells that do not otherwise produce immunoglobulin protein, to obtain the synthesis of monoclonal 
antibodies in the recombinant host cells. The DNA also may be modified, for example, by substituting the 
coding sequence for human heavy and light chain constant domains in place of the homologous murine sequences 

30 [U.S. Patent No. 4,816,567; Morrison et aL. supral or by covalently joining to the immunoglobulin coding 
sequence all or part of the coding sequence for a non-immunoglobulin polypeptide. Such a non-immunoglobulin 
polypeptide can be substituted for the constant domains of an antibody of the invention, or can be substituted for 
the variable domains of one antigen-combining site of an antibody of the invention to create a chimeric bivalent 
antibody. 

35 The antibodies may be monovalent antibodies. Methods for preparing monovalent antibodies are well 

known in the art. For example, one method involves recombinant expression of immunoglobulin light chain and 
modified heavy chain. The heavy chain is truncated generally at any point in the Fc region so as to prevent 
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heavy chain crossiinking. Alternatively, the relevant cysteine residues are substituted with another amino acid 
residue or are deleted so as to prevent crosslinking. 

in vitro methods are also suitable for preparing monovalent antibodies. Digestion of antibodies to 
produce fragments thereof, particularly, Fab fragments, can be accomplished using routine techniques known 
in the art. 

5 

3. Human and Humanized Antibodies 
The anti-PRO antibodies of the invention may further comprise humanized antibodies or human 
antibodies. Humanized forms of non-human (e.g., murine) antibodies are chimeric immunoglobulins, 
immunoglobulin chains or fragments thereof (such as Fv, Fab, Fab*, F(ab')2 or other antigen-binding 
10 subsequences of antibodies) which contain minimal sequence derived from non-human immunoglobulin. 
Humanized antibodies include human inmiunoglobulins (recipient antibody) in which residues from a 
complementary determining region (CDR) of the recipient are replaced by residues from a CDR of a non-human 
species (donor antibody) such as mouse, rat or rabbit having the desired specificity, affinity and capacity. In 
some instances, Fv framework residues of the human immimoglobulin are replaced by corresponding non-human 
15 residues. Humanized antibodies may also comprise residues which are found neither in the recipient antibody 
nor in the imported CDR or framework sequences. In general, the humanized antibody will comprise 
substantially all of at least one, and typically two. variable domains, in which all or substantially all of the CDR 
regions correspond to those of a non-human immunoglobulin and all or substantially all of the FR regions are 
those of a human immunoglobulin consensus sequence. The himianized antibody optimally also will comprise 
20 at least a portion of an immunoglobulin constant region (Fc), typically that of a human immunoglobulin [Jones 
et al.. Nature, 321:522-525 (1986); Riechmann et al.. Nature, 332:323-329 (1988); and Presta, Curr. Op. 
Struct. Biol. . 2:593-596 (1992)]. 

Methods for humanizing non-human antibodies are well known in the art. Generally, a humanized 
antibody has one or more amino acid residues introduced into it from a source which is non-human. These non- 
25 human amino acid residues are often referred to as "import" residues, whicharetypically taken from an "import" 
variable domain. Humanization can be essentially performed following the method of Winter and co-workers 
[Jones et al.. Nature . 321:522-525 (1986); Riechmann et al.. Nature. 332:323-327 (1988); Verhoeyen et al.. 
Science . 239:1534-1536 (1988)], by substituting rodent CDRs or CDR sequences for the corresponding 
sequences of a human antibody. Accordingly, such "humanized" antibodies are chimeric antibodies (U.S. Patent 
30 No. 4,816,567), wherein substantially less than an intact human variable domain has been substituted by the 
corresponding sequence from a non-human species. In practice, humanized antibodies are typically human 
antibodies in which some CDR residues and. possibly some FR residues are substituted by residues from 
analogous sites in rodent antibodies. 

Human antibodies can also be produced using various techniques known in the art, including phage 
35 display libraries [Hoogenboom and Winter, J. Mol. Biol. . 227:381 (1991); Marks et al., J. Mol. Biol. . 222:581 
(1991)]. The techniques of Cole et al. and Boemer et al. are also available for the preparation of human 
monoclonal antibodies (Cole et al. , Monoclonal Antibodies and Cancer Therapy . Alan R. Liss, p. 77 (1985) and 
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Boerner et ah, J. Immunol. . 147(n :86-95 (1991)]. Similarly, himian antibodies can be made by introducing 
of human immimoglobulin loci into transgenic animals, e.g., mice in which the endogenous immunoglobulin 
genes have been partially or completely inactivated. Upon challenge, human antibody production is observed, 
which closely resembles that seen in humans in all respects, including gene rearrangement, assembly, and 
antibody repertoire. This approach is described, for example, in U.S. Patent Nos. 5,545,807; 5,545,806; 
5 5,569,825; 5,625.126; 5,633,425; 5,661,016, and in the following scientific publications: Marks et aL, 
Bio/Technology 10. 779-783 (1992); Lx)nberg etaL, Nature 368 856-859 (1994): Morrison, Nature 368 . 812-13 
(1994); Fishwild et aL, Nature Biotechnoloev 14, 845-51 (1996); Neuberger, Nature Biotechnology 14. 826 
(1996); Lonberg and Huszar, Intern. Rev. Inmiunol. 13 65-93 (1995). 

The antibodies may also be affinity matured using known selection and/or mutagenesis methods as 
10 described above. Preferred affinity matured antibodies have an affinity which is five times, more preferably 10 
times, even more preferably 20 or 30 times greater than the starting antibody (generally murine, humanized or 
human) from which the mamred antibody is prepared. 

4. Bispecific Antibodies 

15 Bispecific antibodies are monoclonal, preferably human or humanized, antibodies that have binding 

specificities for at least two different antigens. In the present case, one of the binding specificities is for the 
PRO, the other one is for any other antigen, and preferably for a cell-surface protein or receptor or receptor 
subunit. 

Methods for making bispecific antibodies are known in the art. Traditionally, the recombinant 
20 production of bispecific antibodies is based on the co-expression of two immunoglobulin heavy-chain/light-chain 
pairs, \*^ere the two heavy chains have different specificities [Milstein and Cuello, Nature . 305:537-539 (1983)] . 
Because of the random assortment of immunoglobulin heavy and light chains, these hybridomas (quadromas) 
produce a potential mixture of ten different antibody molecules, of \^ich only one has the correct bispecific 
structure. The purification of the correct molecule is usually accomplished by affinity chromatography steps. 
25 Similar procedures are disclosed in WO 93/08829, published 13 May 1993, and in Traunecker et al., EMBO 
10:3655-3659(1991). 

Antibody variable domains with the desired binding specificities (antibody-antigen combining sites) can 
be fused to immunoglobulin constant domain sequences. The fusion preferably is with an immunoglobulin 
heavy-chain constant domain, comprising at least part of the hinge, CH2, and CH3 regions. It is preferred to 

30 have the first heavy -chain constant region (CH I ) containing the site necessary for light-chain binding present in 
at least one of the fusions. DNAs encoding the immunoglobulin heavy-chain fusions and, if desired, the 
immunoglobulin light chain, are insened into separate expression vectors, and are co-transfected into a suitable 
host organism. For further details of generating bispecific antibodies see, for example, Suresh et al.. Methods 
in Enzvmolopv . 121:210 (1986). 

35 According to another approach described in WO 96/2701 1, the interface between a pair of antibody 

molecules can be engineered to maximize the percentage of heterodimers which are recovered from recombinant 
cell culture. The preferred interface comprises at least a part of the CH3 region of an antibody constant domain. 
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In this method, one or more small amino acid side chains from the interface of the first antibody molecule are 
replaced with larger side chains (e.g. tyrosine or tryptophan). Compensatory "cavities'* of identical or similar 
size to the large side chain(s) are created on the interface of the second antibody molecule by replacing large 
amino acid side chains with smaller ones (e.g. alanine or threonine). This provides a mechanism for increasing 
the yield of the heterodimer over other unwanted end-products such as homodimers. 
5 Bispecific antibodies can be prepared as fiill length antibodies or antibody fragments (e.g. F(ab')2 

bispecific antibodies). Techniques for generating bispecific antibodies from antibody fragments have been 
described in the literature. For example, bispecific antibodies can be prepared can be prepared using chemical 
linkage. Brennan et aL , Science 229:81 (1985) describe a procedure wherein intact antibodies are proteolytically 
cleaved to generate F(ab')2 fragments. These fragments are reduced in the presence of the dithiol complexing 

10 agent sodium arsenite to stabilize vicinal dithiols and prevent intermolecular disulfide formation. The Fab^ 
fragments generated are then converted to thionitrobenzoate (TNB) derivatives. One of the Fab'-TNB 
derivatives is then reconverted to the Fab '-thiol by reduction with mercaptoelhylamine and is mixed with an 
equimolar amount of the other Fab' -TNB derivative to form the bispecific antibody. The bispecific antibodies 
produced can be used as agents for the selective immobilization of enzymes. 

15 Fab* fragments may be directly recovered from E, coli and chemically coupled to form bispecific 

antibodies. Shalaby et aL, J. Exp. Med. 175:217-225 (1992) describe the production of a fully humanized 
bispecific antibody F(ab*)2 molecule. Each Fab* fragment was separately secreted from E. coli and subjected 
to directed chemical coupling in vitro to form the bispecific antibody. The bispecific antibody thus formed was 
able to bind to cells overexpressing the ErbB2 receptor and normal human T cells, as well as trigger the lytic 

20 activity of human cj^otoxic lymphocytes against human breast tumor targets. 

Various technique for making and isolating bispecific antibody fragments directly from recombinant cell 
culture have also been described. For example, bispecific antibodies have been produced using leucine zippers. 
Kostehiy et aL, J. Immunol. 148(5): 1547-1 553 (1992). The leucine zipper peptides from the Fos and Jun 
proteins were linked to the Fab* portions of two different antibodies by gene fusion. The antibody homodimers 

25 were reduced at the hinge region to form monomers and then re-oxidized to form the antibody heterodimers. 
This mediod can also be utilized for the production of antibody homodimers. The "diabody" technology 
described by Hollinger et aL, Proc. Natl. Acad. Sci. USA 90:6444-6448 (1993) has provided an alternative 
mechanism for making bispecific antibody fragments. The fragments comprise a heavy-chain variable domain 
(Vh) connected to a light-chain variable domain (VJ by a linker which is too short to allow pairing between the 

30 two domains on the same chain. Accordingly, the V„ and Vl domains of one fragment are forced to pair with 
the complementary Vl and V„ domains of another fragment, thereby forming two antigen-binding sites. Another 
strategy for making bispecific antibody fragments by the use of single-chain Fv (sFv) dimers has also been 
reported. See, Gruber et al., J. Immunol. 152:5368 (1994). 

Antibodies with more than two valencies are contemplated. For example, trispecific antibodies can be prepared. 
35 Tutt etaL, J. Immunol. 147:60 (1991). 

Exemplary bispecific antibodies may bind to two different epitopes on a given PRO polypeptide herein. 
Alternatively, an anti-PRO polypeptide ann may be combined with an arm which binds to a triggering molecule 

90 



BNSDOCIO: <WO ^0140466A2J_> 



wo 01/40466 PCT/USOO/32678 

on a leukocyte such as a T-cell receptor molecule (e.g. CD2, CD3. CD28, or B7), or Fc receptors for IgG 
(FcyR). such as FcyRI (CD64), FcyRII (CD32) and FcyRIII (CD16) so as to focus cellular defense mechanisms 
to the cell expressing the particular PRO polypeptide. Bispecific antibodies may also be used to localize 
cytotoxic agents to cells which express a particular PRO polypeptide. These antibodies possess a PRO-binding 
arm and an arm which binds a cytotoxic agent or a radionuclide chelator, such as EOTUBE, DPTA, DOTA, 
5 or TETA. Another bispecific antibody of interest binds the PRO polypeptide and further binds tissue factor 
(TF). 

5. Heteroconjugate Antibodies 

Heteroconjugate antibodies are also within the scope of the present invention. Heteroconjugate 
10 antibodies are composed of two covalently joined antibodies. Such antibodies have, for example, been proposed 
to target immune system cells to unwanted cells [U.S. Patent No. 4,676,980], and for treatment of HIV infection 
[WO 91/00360; WO 92/200373; EP 03089]. It is contemplated that the antibodies may be prepared in vitro 
using known methods in synthetic protein chemistry, including those involving crosslinking agents. For 
example, immunotoxins may be constructed using a disulfide exchange reaction or by forming a thioether bond. 
15 Examples of suitable reagents for this purpose include iminothiolate and methyM-mercaptobutyrimidate and 
those disclosed, for example, in U.S. Patent No. 4,676,980. 

6. Effector Function Engineering 

It may-be desirable to modify the antibody of the invention with respect to effector function, so as to 
20 enhance, e.g., the effectiveness of the antibody in treating cancer. For example, cysteine residue(s) may be 
introduced into the Fc region, thereby allowing interchain disulfide bond formation in this region. The 
homodimeric antibody thus generated may have improved internalization cs^ability and/or increased complement- 
mediated cell killing and antibody-4ependent cellular cytotoxicity (ADCC). See Caron et al. , J. Exp Med. , 176: 
1191-1195 (1992) and Shopes, J. Immunol ., 148 : 2918-2922 (1992). Homodimeric antibodies with enhanced 
25 anti-tumor activity may also be prepared using heterobifimctional cross-linkers as described in Wolff et al. 
Cancer Research . 51: 2560-2565 (1993). Alternatively, an antibody can be engineered that has dual Fc regions 
and may thereby have enhanced complement lysis and ADCC capabilities. See Stevenson et aL, Anti-Cancer 
Drug Design. 3: 219-230 (1989). 

30 7. Immunoconiugates 

The invention also pertains to immunoconjugates comprising an antibody conjugated to a cytotoxic agent 
such as a chemotherapeutic agent, toxin (e.g, , an enzymatically active toxin of bacterial, fungal, plant, or animal 
origin, or fragments thereof), or a radioactive isotope {i.e., a radioconjugate). 

Chemotherapeutic agents useful in the generation of such immunoconjugates have been described above. 
35 Enzymatically active toxins and fragments thereof that can be used include diphtheria A chain, nonbinding active 
fragments of diphtheria toxin, exotoxin A chain (fi-om Pseudomonas aeruginosa), ricin A chain, abrin A chain, 
modeccin A chain, alpha-sarcin, Aleurites fordii proteins, dianthin proteins, Phytolaca americana proteins 
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(PAPI, PAPII, and PAP-S), momordica charantia inhibitor, curcin, crotin, sapaoiiaria officinalis inhibitor, 
gelonin, mitogellin, restrictocin, phenomycin, enomycin, and the tricothecenes. A variety of radionuclides are 
available for the production of radioconjugated antibodies. Examples include ^"^Bi, '^'I. "4n, ®°Y, and '**^Re. 

Conjugates of the antibody and cytotoxic agent are made using a variety of bifunctional protein-coupling 
agents such as N-succinimidyl-3-(2-pyridyldithiol) propionate (SPDP), iminothiolane (IT), bifunctional 
derivatives of imidoesters (such as dimethyl adipimidate HCL), active esters (such as disuccinimidyl suberate), 
aldehydes (such as glutareldehyde), bis-azido compounds (such as bis (p-azidobenzoyl) hexanediamine), bis- 
diazonium derivatives (such as bis-(p-diazoniumbenzoyl)-ethylenediamine), diisocyanates (such as tolyene 2,6- 
diisocyanate), and bis-active fluorine compounds (such as 1 ,5-difluoro-2,4-dinitrobenzene). For example, a ricin 
immunotoxin can be prepared as described in Vitetta et aL . Science , 238: 1098 (1987). Carbon- 14-labeled 1- 
isoihiocyanatobenzyl-3-methyldiethylene triammepentaacetic acid (MX-DTPA) is an exemplary chelating agent 
for conjugation of radionucleotide to the antibody. See W094/1 1026. 

In another embodiment, the antibody may be conjugated to a "receptor" (such streptavidin) for 
utilization in tumor pretargeting wherein the antibody-receptor conjugate is administered to the patient, followed 
by removal of unbound conjugate from the circulation using a clearing agent and then administration of a 
"ligand" (e.g., avidin) that is conjugated to a cytotoxic agent (e.^., a radionucleotide). 

8. Immunol iposomes 

The antibodies disclosed herein may also be formulated as immunoliposomes. Liposomes containing 
the antibody are prepared by mediods known in the art, such as described in Epstein et al., Proc. Natl. Acad. 
Sci. USA . 82: 3688 (1985); Hwang et aL, Proc. Natl Acad. Sci. USA . 77: 4030 (1980); and U.S. Pat. Nos. 
4,485,045 and 4,544, 545i Liposomes with enhanced circulation time are disclosed in U.S. Patent No. 
5,013,556. 

Particularly useful liposomes can be generated by the reverse-phase evaporation method with a lipid 
composition comprising phosphatidylcholine, cholesterol, and PEG-derivatized phosphatidylethanolamine (PEG- 
PE). Liposomes are extruded through filters of defined pore size to yield liposomes with the desired diameter. 
Fab' fragments of the antibody of the present invention can be conjugated to the liposomes as described in Martin 
et al .. J. Biol. Chem. . 257 : 286-288 (1982) via a disulfide-interchange reaction. A chemotherapeutic agent 
(such as Doxorubicin) is optionally contained within the liposome. See Gabizon et aL , J. National Cancer Inst.. 
81(19): 1484 (1989). 

9. Pharmaceutical Compositions of Antibodies 

Antibodies specifically binding a PRO polypeptide identified herein, as well as other molecules 
identified by the screening assays disclosed hereinbefore, can be administered for the treatment of various 
disorders in the form of pharmaceutical compositions. 

If the PRO polypeptide is intracellular and whole antibodies are used as inhibitors, internalizing 
antibodies are preferred. However, lipofections or liposomes can also be used to deliver the antibody, or an 
antibody fragment, into cells. Where antibody fragments are used, the smallest inhibitory fragment that 
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specifically binds to the binding domain of the target protein is preferred. For example, based upon the variable- 
region sequences of an antibody, peptide molecules can be designed that retain the ability to bind the target 
protein sequence. Such peptides can be synthesized chemically and/or produced by recombinant DNA 
technology. See, e,g„ Marasco et al, Proc. Natl. Acad. Sci. USA . 20: 7889-7893 (1993). The fomwlation 
herein may also contain more than one active compound as necessary for the particular indication being treated, 
5 preferably those with complementary activities that do not adversely affect each other. Alternatively, or in 
addition, the composition may comprise an agent that enhances its function, such as, for example, a cytotoxic 
agent, cytokine, chemotherapeutic agent, or growth-inhibitory agent. Such molecules are suitably present in 
combination in amounts that are effective for the purpose intended. 

The active ingredients may also be entrapped in microcapsules prepared, for example, by coacervation 

10 techniques or by interfacial polymerization, for example, hydroxymethylcellulose or gelatin-microcapsules and 
poIy-(methylmethacylate) microcapsules, respectively, in colloidal drug delivery systems (for example, 
liposomes, alburnin microspheres, microemulsions, nano-particles, and nanocapsules) or in macroemulsions. 
Such techniques are disclosed in Remington's Pharmaceutical Sciences , supra. 

The formulations to be used for in vivo administration must be sterile. This is readily accon^)lished by 

15 filtration through sterile filtration membranes. 

Sustained-release preparations may be prepared. Suitable examples of sustained-release preparations 
include semipermeable matrices of solid hydrophobic polymers containing the antibody, which matrices are in 
the form of shaped articles, e.g., films, or microcapsules. Examples of sustained-release matrices include 
polyesters, hydrogels (for example, poly(2-hydroxyethyl-methacrylate), or poly(vinylalcohol)), polylactides (U.S. 

20 Pat. No. 3,773,919), copolymers of L-glutamic acid and y ethyl-L-glutamate, non-degradable ethylene-vinyl 
acetate, degradable lactic acid-glycolic acid copolymers such as the LUPRON DEPOT ™ (injectable 
microspheres composed of lactic acid-glycolic acid copolymer and leuprolide acetate), and poly-D-(-)-3- 
hydroxybutyric acid. While polymers such as ethylene-vinyl acetate and lactic acid-glycolic acid enable release 
of molecules for over 100 days, certain hydrogels release proteins for shorter time periods. When encapsulated 

25 antibodies remain in the body for a long time, they may denature or aggregate as a result of exposure to moisture 
at 37**C, resulting in a loss of biological activity and possible changes in inununogenicity. Rational strategies 
can be devised for stabilization depending on the mechanism involved. For example, if the aggregation 
mechanism is discovered to be intermolecular S-S bond formation through thio-disulfide interchange, stabilization 
may be achieved by modifying sulfhydryl residues, lyophilizing from acidic solutions, controlling moisture 

30 content, using appropriate additives, and developing specific polymer matrix compositions. 

G. Uses for anti-PRO Antibodies 

The anti-PRO antibodies of the invention have various utilities. For example, anti-PRO antibodies may 
be used in diagnostic assays for PRO, e,g. , detecting its expression (and in some cases, differential expression) 
35 in specific cells, tissues, or serum. Various diagnostic assay techniques known in the art may be used, such as 
competitive binding assays, direct or indirect sandwich assays and immunoprecipitation assays conducted in 
either heterogeneous or homogeneous phases [Zola, Monoclonal Antibodies: A Manual of T echniques. CRC 
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Press, Inc. (1987) pp. 147-158]. The antibodies used in the diagnostic assays can be labeled with a detectable 
moiety. The detectable moiety should be capable of producing, either directly or indirectly, a detectable signal. 
For example, the detectable moiety may be a radioisotope, such as ^H, **C, ^^P, "S, or '^^I, a fluorescent or 
chemiluminescent compound, such as fluorescein isothiocyanate, rhodamine, or luciferin, or an enzyme, such 
as alkaline phosphatase, beta-galactosidase or horseradish peroxidase. Any method known in the art for 
5 conjugating the antibody to the detectable moiety may be employed, including those methods described by Hunter 
et al.. Nature . 144:945 (1962); David et al.. Biochemistry , 13:1014 (1974); Pain et al., J. Immunol. Meth., 
40:219 (1981); and Nygren, J. Histochem. and Cvtochem. . 30:407 (1982). 

Anti-PRO antibodies also are useiul for the affinity purification of FRO from recombinant cell culture 
or natural sources. In this process, the antibodies against PRO are inunobilized on a suitable suppon, such a 
10 Sephadex resin or filter paper, using methods well known in the art. The immobilized antibody then is contacted 
with a sample containing the PRO to be purified, and thereafter the support is washed with a suitable solvent that 
will remove substantially all the material in the sample except the PRO, ^ch is bound to the immobilized 
antibody. Finally, the support is washed with another suitable solvent that will release the PRO from the 
antibody. 

15 The following examples are offered for illustrative purposes only, and are not intended to limit the scope 

of the present invention in any way. 

AU patent and literature references cited in the present specification are hereby incorporated by reference 
in their entirety. 

20 EXAMPLES 

Commercially available reagents referred to in the examples were used according to manufacmrer's 
instructions unless otherwise indicated. The source of those cells identified in the following examples, and 
throughout the speciflcation, by ATCC accession numbers is the American Type Culture Collection, Manassas, 
VA. 

25 

EXAMPLE 1 : Extracellular Domain Homolopv Screening to Identify Nove l Polvpeotides and cDNA Encoding 
Therefor 

The extracellular domain (ECD) sequences (including the secretion signal sequence, if any) from about 
950 known secreted proteins from the Swiss-Prot public database were used to search EST databases. The EST 

30 databases included public databases (e.g., Dayhoff, GenBank), and proprietary databases (e.g. LIFESEQ^*^, 
Incyte Pharmaceuticals, Palo Alto, CA). The search was performed using the computer program BLAST or 
BLAST-2 (Altschul et al.. Methods in Enzvmologv 266:460-480 (1996)) as a comparison of the ECD protein 
sequences to a 6 frame translation of the EST sequences. Those comparisons with a BLAST score of 70 (or in 
some cases 90) or greater that did not encode known proteins were clustered and assembled into consensus DN A 

35 sequences with the program "phrap" (Phil Green, University of Washington, Seattle, WA). 

Using this extracellular domain homology screen, consensus DNA sequences were assembled relative 
to the other identified EST sequences using phrap. In addition, the consensus DNA sequences obtained were 
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often (but not always) extended using repeated cycles of BLAST or BLAST-2 and phrap to extend the consensus 
sequence as far as possible using the sources of EST sequences discussed above. 

Based upon the consensus sequences obtained as described above, oligonucleotides were then 
synthesized and used to identify by PGR a cDNA library that contained the sequence of interest and for use as 
probes to isolate a clone of the full-length coding sequence for a PRO polypeptide. Forward and reverse PGR 
5 primers generally range from 20 to 30 nucleotides and are often designed to give a PGR product of about 100- 
1000 bp in length. The probe sequences are typically 40-55 bp in length. In some cases, additional 
oligonucleotides are synthesized when the consensus sequence is greater than about 1 - 1 .5kbp. In order to screen 
several libraries for a full-length clone, DNA from the libraries was screened by PGR amplification, as per 
Ausubei et al.. Current Protocols in Molecular Bioloev , with the PGR primer pair. A positive library was then 

10 used to isolate clones encoding the gene of interest using the probe oligonucleotide and one of the primer pairs. 

The cDNA libraries used to isolate the cDNA clones were constructed by standard methods using 
commercially available reagents such as those from Invitrogen, San Diego, GA. The cDNA was primed with 
oligo dT containing a NotI site, linked with blunt to Sail hemikinased adaptors, cleaved with NotI, sized 
appropriately by gel electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as 

15 pRKB or pRKD; pRK5B is a precursor of pRK5D that does not contain the Sfil site; see. Holmes et al. , Science, 
253:1278-1280 (1991)) in the unique Xhol and NotI sites. 

EXAMPLE 2 : Isolation of cDNA clones bv Amylase Screening 

1. Preparation of olieo dT crimed cDNA librarv 

20 mRNA was isolated from a human tissue of interest using reagents and protocols from Invitrogen, San 

Diego, GA (Fast Track 2). This RNA was used to generate an oligo dT primed cDNA library in the vector 
pRK5D using reagents and protocols from Life Technologies, Gaithersburg, MD (Super Script Plasmid System). 
In this procedure, the double stranded cDNA was sized to greater than 1000 bp and the Sall/NotI linkered cDN A 
was cloned into XhoI/NotI cleaved vector. pRK5D is a cloning vector that has an sp6 transcription initiation 

25 site followed by an Sfil restriction enzyme site preceding the XhoI/NotI cDNA cloning sites. 

2. Preparation of random primed cDNA librarv 

A secondary cDN A library was generated in order to preferentially represent the 5 ' ends of the primary 
cDNA clones. Sp6 RNA was generated from the primary library (described above), and this RNA was used 

30 to generate a random primed cDNA library in the vector pSST-AMY.O using reagents and protocols from Life 
Technologies (Super Script Plasmid System, referenced above). In this procedure the double stranded cDNA 
was sized to 5CX)-1(X)0 bp, linkered with blunt to NotI adaptors, cleaved with Sfil, and cloned into Sfil/NotI 
cleaved vector. pSST-AMY.O is a cloning vector that has a yeast alcohol dehydrogenase promoter preceding 
the cDNA cloning sites and the mouse amylase sequence (the mature sequence without the secretion signal) 

35 followed by the yeast alcohol dehydrogenase terminator, after the cloning sites. Thus, cDNAs cloned into this 
vector that are ftised in frame with amylase sequence will lead to the secretion of amylase from appropriately 
transfected yeast colonies. 
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3. Transformation and Detection 

DNA from the library described in paragraph 2 above was chilled on ice to which was added 
electrocompetent DHIOB bacteria (Life Technologies, 20 ml). The bacteria and vector mixture was then 
electroporated as reconmiended by the manufacturer. Subsequently, SOC media (Life Technologies, 1 ml) was 
added and the mixture was incubated at 37 °C for 30 minutes. The transformants were then plated onto 20 
5 standard 150 nun LB plates containing ampicillin and incubated for 16 hours (37**C). Positive colonies were 
scraped off the plates and the DNA was isolated from the bacterial pellet using standard protocols, e.g. CsCl- 
gradient. The purified DNA was then carried on to the yeast protocols below. 

The yeast methods were divided into three categories: (1) Transformation of yeast with the 
plasmid/cDNA combined vector; (2) Detection and isolation of yeast clones secreting amylase; and (3) PGR 
10 amplification of the insert directly from the yeast colony and purification of the DNA for sequencing and further 
analysis. 

The yeast strain used was HD56-5A (ATCC-90785)- This strain has the following genotype: MAT 
alpha, ura3-52, leu2-3, leu2-112, his3-ll, his3-15, MAL^", SUC"", GAL^. Preferably, yeast mutants can be 
employed that have deficient post-translational pathways. Such mutants may have translocation deficient alleles 
15 in 5'ec71, ^ec72, 5^c62, with truncated secll being most preferred. Alternatively, antagonists (including 
antisense nucleotides and/or ligands) which interfere with the normal operation of these genes, other proteins 
implicated in this post translation pathway (e.g., SEC61p, SEC72p, SEC62p, SEC63p, TDJlp or SSAlp-4p) 
or the complex formation of these proteins may also be preferably employed in combination with the amylase- 
expressing yeast. 

20 Transformation was performed based on the protocol outlined by Gietz et al., Nucl. Acid. Res.. 

20: 1425 (1992). Transformed cells were then inoculated from agar into YEPD complex media broth (100 ml) 
and grown overnight at 30°C. The YEPD broth was prepared as described in Kaiser et al.. Methods in Yeast 
Genetics . Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 207 (1994). The overnight culture was then 
diluted to about 2 x 10* cells/ml (approx. ODgoo^O.l) into fresh YEPD broth (500 ml) and regrown to 1 x 10' 

25 cells/ml (approx. OD^o =0.4-0.5). 

The cells were then harvested and prepared for transformation by transfer into GS3 rotor bottles in a 
Sorval GS3 rotor at 5,000 rpm for 5 minutes, the supernatant discarded, and then resuspended into sterile water, 
and centrifuged again in 50 ml falcon mbes at 3,500 rpm in a Beckman GS-6KR centrifuge. The supernatant 
was discarded and the cells were subsequently washed with LiAc/TE (10 ml, 10 mM Tris-HCI, 1 mM EDTA 

30 pH 7.5, 100 mM LijOOCCHj), and resuspended into LiAc/TE (2.5 ml). 

Transformation took place by mixing the prepared cells (100 ptl) with freshly denamred single stranded 
salmon testes DNA (Lofstrand Labs, Gaithersburg, MD) and transforming DNA (1 ^g, vol. < 10 in 
microfuge tubes. The mixture was mixed briefly by vortexing, then 40% PEG/TE (600 40% polyethylene 
glycol-4000, 10 mM Tris-HCl. 1 mM EDTA. 100 mM LijOOCCHs, pH 7.5) was added. This mixture was 

35 gently mixed and incubated at 30'*C while agitating for 30 minutes. The cells were then heat shocked at 42**C 
for 15 minutes, and the reaction vessel centrifuged in a microfuge at 12,000 rpm for 5-10 seconds, decanted and 
resuspended into TE (500 fih 10 mM Tris-HCl, 1 mM EDTA pH 7.5) followed by recentrifugation. The cells 
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were then diluted into TE (1 ml) and aliquots (200 ftl) were spread onto the selective media previously prepared 
in 150 mm growth plates (VWR). 

Alternatively, instead of multiple small reactions, the transformation was performed using a single, large 
scale reaction, wherein reagent amounts were scaled up accordingly. 

The selective media used was a synthetic complete dextrose agar lacking uracil (SCD-Ura) prepared as 
5 described in Kaiser et ah. Methods in Yeast Genetics , Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 
208-210 (1994). Transformants were grown at 30**C for 2-3 days. 

The detection of colonies secreting amylase was performed by including red starch in the selective 
growth media. Starch was coupled to the red dye (Reactive Red- 120, Sigma) as per the procedure described by 
Biely et al.. Anal. Biochem. . 172 : 176-179 (1988). The coupled starch was incorporated into the SCD-Ura agar 
10 plates at a final concentration of 0. 15 % (w/v), and was buffered with potassium phosphate to a pH of 7.0 (50- 
100 mM final concentration). 

The positive colonies were picked and streaked across fresh selective media (onto 150 nun plates) in 
order to obtain well isolated and identifiable single colonies. Well isolated single colonies positive for amylase 
secretion were detected by direct incorporation of red starch into buffered SCD-Ura agar. Positive colonies were 
15 determined by their ability to break down starch resulting in a clear halo around the positive colony visualized 
directly. 

4. Isolation of DNA bv PCR Amplification 

When a positive colony was isolated, a portion of it was picked by a toothpick and diluted into sterile 
20 water (30 ^1) in a 96 well plate. Al this time, the positive colonies were either frozen and stored for subsequent 
analysis or immediately amplified. An aliquot of cells (5 pi) was used as a template for the PCR reaction in a 
25 pl\ volume containing: 0.5 fi\ Klentaq (Clontech, Palo Alto, CA); 4.0 fi\ 10 mM dNTP's (Perkin Elmer- 
Cetus); 2.5 ^1 Kentaq buffer (Clontech); 0.25 fi\ forward oligo 1; 0.25 fi\ reverse oligo 2; 12.5 /x\ distilled water. 
The sequence of the forward oligonucleotide 1 was: 
25 S'-TGTAAAACGACGGCCAG TTAAATAGACCTGCAATTATTAATCT -3' (SEQ ID NO:553) 

The sequence of reverse oligonucleotide 2 was: 

S - -r AGG A A AC AGCTATG AC CACCTGCACACCTGCAAATCCATT -3 ' (SEQ ID NO:554) 
PCR was then performed as follows: 



30 



a. 




Denature 


92"C. 


5 minutes 


b. 


3 cycles of: 


Denature 


92°C, 


30 seconds 






Anneal 


59"C, 


30 seconds 






Extend 


72*'C, 


60 seconds 


c. 


3 cycles of: 


Denature 


92"C, 


30 seconds 






Anneal 


57 X, 


30 seconds 






Extend 


72X, 


60 seconds 


d. 


25 cycles of: 


Denature 


92°C, 


30 seconds 




Anneal 


55X, 


30 seconds 






Extend 


72X, 


60 seconds 
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e. 



Hold 



4^C 



The underlined regions of die oligonucleotides annealed to the ADH promoter region and the amylase 
region, respectively, and amplified a 307 bp region from vector pSST-AMY,0 when no insert was present. 
Typically, the first 18 nucleotides of the 5' end of these oligonucleotides contained annealing sites for the 
5 sequencing primers. Thus, the total product of the PCR reaction from an empty vector was 343 bp. However, 
signal sequence-fused cDNA resulted in considerably longer nucleotide sequences. 

Following the PCR, an aliquot of the reaction (5 fxY) was examined by agarose gel electrophoresis in 
a 1% agarose gel using a Tris-Borate-EDTA (TBE) buffering system as described by Sambrook et al., supra . 
Clones resulting in a single strong PCR product larger than 400 bp were further analyzed by DNA sequencing 
10 after purification with a 96 Qiaquick PCR clean-up colunm (Qiagen Inc., Chatsworth, CA). 

EXAMPLE 3 : Isolation of cDNA Clones Using Signal Algorithm Analysis 

Various polypeptide-encoding nucleic acid sequences were identified by applying a proprietary signal 
sequence finding algorithm developed by Genentech, Inc. (South San Francisco, CA) upon ESTs as well as 

15 clustered and assembled EST fragments from public (e.g., GenBank) and/or private (LIFESEQ®, Incyte 
Pharmaceuticals, Inc., Palo Alto, CA) databases. The signal sequence algorithm computes a secretion signal 
score based on the character of the DNA nucleotides surrounding the first and optionally the second methionine 
codon(s) (ATG) at the 5* -end of the sequence or sequence fragment under consideration. The nucleotides 
following the first ATG must code for at least 35 unambiguous amino acids without any stop codons. If the first 

20 ATG has the required amino acids, the second is not examined. If neither meets the requirement, the candidate 
sequence is not scored. In order to determine whether the EST sequence contains an authentic signal sequence, 
the DNA and corresponding amino acid sequences surrounding the ATG codon are scored using a set of seven 
sensors (evaluation parameters) known to be associated with secretion signals. Use of this algorithm resulted 
in the identification of numerous polypeptide-encoding nucleic acid sequences. 



EXAMPLE 4 : Isolation of cDNA clones Encoding Human PRO Polypeptides 

Using the techniques described in Examples 1 to 3 above, numerous full-length cDNA clones were 
identified as encoding PRO polypeptides as disclosed herein. These cDN As were then deposited under the terms 
of the Budapest Treaty with the American Type Culture Collection, 10801 University Blvd., Manassas, VA 
30 20110-2209, USA (ATCC) as shown in Table 7 below. 



25 



Table 7 



Material 



ATCC Dep. No 



Deposit Date 



35 



DNA16438-1387 
DNA 19360-2552 
DNA33455-1548 
DNA37155-2651 
DNA38269-2654 
DNA40619-1220 



209771 

203654 

PTA-127 

PTA-429 

PTA-432 

209525 



April 14, 1998 
February 9, 1999 



May 25, 1999 
July 27, 1999 
July 27, 1999 



December 10. 1997 
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Table 7 (cont^) 
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Table 7 (cont^) 
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Table 7 (conV) 
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Aueust 17 1999 




DNA 1 08688-2725 


PTA-515 


Aueust 10 1999 




r)NA10R7fiO 976S 

A-y IN t\. i V/O / Uj' £. 1 \jO 


PTA-861 

i X r\ 0\J 1 


October 19 1999 




DN A 1 0RO'^5-979 1 


PTA-518 


Aupu<;t 10 1999 




DN A 1 1 0700-97 1 6 


PTA-519 


Aiiffiist 10 1999 


15 


DNA 1 1 1 750-9706 




Aiiini<;t 3 1999 

/liUgLIoL J, 1777 




DNA 1 9'^4'^0-9755 


PTA-614 


August 31 1999 




DNA 1951 54-9785 


PTA-Q57 


November 16.1999 






PTA-R1Q 
r A /Y-OXi' 


Ortnhpr 5 1009 






ZU7ZOvF 


^ntptnhpr 18 1007 


20 


DN A96R47-1 '^OS 


90Q779 


Anril 14 1998 

/^Lil 11 X 770 




TMMA97RA4. 11^^ 
JL^iNAZ /oO*r-l 1 




Or>tnVif»r 16 1 007 




r>NA975l^>^ IflOl 




^^nr^mhpr 93 1 007 




r\Ki A9R4Q7 1 I'lH 


900970 


^^nr^mH/>r 1 R 1 007 

OC|JldllLFCl X 0 , 1 77 / 




r\NA90ini 1199 




Marrh S 100R 

IVIdlV^ll _/ , 1 770 








v7dUDCl iO, X77/ 




nNA'^99Rft 11 '^9 


9009^1 


^f^ntPTTihf^r 16 1007 

OC|Jl.ClXXLFd l-V/f LZfl7i 




r*W A '^990n 1 1 Ail 




C\ntr\\\f>^r 1 ^ 1 007 
v^wiuud kKjy 177/ 




r>NA'^99Q9 ll'^l 
i^iN/\jzzyz-i iji 


9009 SR 


^ntf^mh^r 16 1907 




riNA^99Q5l 11*^9 


9009 S7 


S!f»nf/^mhf^r 16 1 007 

OC|JLwilll^wl xliJy 177/ 


'^O 


DNA'^'^ORS 11 in 




Mav 30 1997 

iviojr JxJf 1 77 / 




nNA'^'^AR7 1 1 

j\Jo / - 1 1 *>o 


900'^R1 

ZU730 1 


Ortnhfr 16 1997 




T^NA'^'^nRQ 11*^9 


9009A9 


^<^nr<^mhpr 16 1007 

OC^lCllll/Ci XVJ, 177/ 




r>iMA'^'^nQ9 i9n9 


9004.90 


Ortnh**r 98 1007 

V^C'LVJUCl XO, 1 77 / 




riNA'^'^noA 11*^1 


9009 Sfi 


^Rnt<»mhpr 16 1007 

OC^tCXXll/wl Xv/, 1 77 / 


35 


DNA'^'^107-1 1*^5 


209251 


Sentember 16 1997 




DNA'^'^991-1 l*^*^ 


90096*^ 


Spntember 16 1997 




nNA'^'^99'^-1 1'^6 


900964 


Sentember 16 1997 

OVl/lwlXXI/^X X\ly X 77 / 




DNA')'^46n.1 166 


209376 


October 16 1997 




rjNA'^'^47'^-1 1 76 


900301 

^\-/7j7 1 


October 17 1997 


40 


nMA'^'^7RS-l }d'\ 

Lfiy r\J^ I O J 1 1 HJ 


9004 1 7 


October 98 1 997 




DNAl'^786-1 l'^9 


209253 


Sentember 16 1997 




DN A'^d'^ 5"^- 1 4.98 


909855 


Mflv 12 1998 




DNA343Q9- 1 1 70 


209526 


December 10 1997 




DNA144'^4-1 1*^9 


209252 


Sentember 16 1997 


45 


DNA35558-1 167 


209374 


October 16 1997 




DNA35595- 1 228 


209528 


December 10 1997 




DNA35638-1216 


209265 


Sentember 16 1997 




DNA35639-1 172 


209396 


October 17 1997 




DNA35663-1129 


209201 


August 18, 1997 


50 


DNA35674-1142 


209416 


October 28, 1997 




DNA35841-1173 


209403 


October 17, 1997 




DNA35916-1161 


209419 


October 28, 1997 




DNA35918-n74 


209402 


October 17. 1997 




DNA36350-1158 


209378 


October 16, 1997 


55 


DNA37140-1234 


209489 


November 21, 1997 
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Table 7 (cont'> 





iviaicriai 


ATCC Deo No 


Deposit Date 






209401 


October 17, 1997 






209397 


October 17, 1997 






209389 


October 17, 1997 






209438 


November 7 1 997 




r>MA/in^Q9 1949 




November 21 1997 




r\KrA4n/i9n iiR'^ 

UINAhUOZU- 1 1 OJ 




October 17 1997 




rMSJA4n/i98 191/^ 




November 7 1997 




LfJN A*fUyo 1-1 Z 




November 7 1 997 


in 


r^KT A /inoft9 1 9*^^ 

UlN A'luyoZ- IZ 


^V/7t^«7 


November 7 1997 




DSS 1 Zj^- 1 Z*fZ 


900^1 R 

^l/7tJ 1 O 


Pehruarv 5 199R 




r\MA/lin/lA 199^ 
L/IN A4jU40-1 ZZO 


9n04R4 


Novpmher 21 1997 




LIIN A'J^J lO- IZj / 


9n04R7 


November 2 1 1 997 




TiKlAAAt/^n 19/11 
LIlN A*t*H D / - 1 Z^3 


9nQ4'^4 


Nnvpmher 7 1 097 


1 ^ 

ID 


T^M A /I /( 1 QA 1 1 1 O 
LIIN A'M' 1 o4- 1 ^ 1 V 


900704 
ZUy / U4 






F\KT A /l/f 1 O/l 1 "a 1 T 


90QR0R 


Anril 9R IQQR 

11 ^O, 1770 




FWt A /l/l 1 OA 11^1 

U IN A*f «f 1 yo- 1 :> J J 


90QR47 


M»v f% 1 QQR 




L/NA434iy-lZDZ 


zuy o 1 o 


f^CDrUaijr J, 1770 




r\KT A /I ATT? lO^'J 
L/IN AhO / / /-1ZD3 


zuy o 1 y 


Pphniarv S 199R 


on 
zu 


L)INA4/jy4-13 /Z 


90"^ 1 0O 

zu3iuy 


Aiiaiicr 1 1 IQQR 




L/N A4o 1-1 3Zy 


90071 ^ 

zuy/ ID 


Marrh '^1 IQQR 




T^Kr A /f OlOiC 1 OAn 

DNA4533o-13Uy 


zuyooy 


\/f!ir/»li 1 1 IQQR 




UN A4y 1 4z- 1 4iU 


ZU3UUZ 


liini» 9'^ IQQR 
junc zj, i770 




DN A49o4o- 1 327 


zuy /UD 


IVyfarrh 9A IQQR 
iviarcii zo, 1770 


ZD 


DNA4yoZl-lDOZ 


zuyyo 1 


lime 1A IQQR 

June 10, 1770 




DN A4yozy- 1 34o 


zuy /4y 


Anril 7 IQQR 

April /, i770 




L>NA5Uyzl-143o 


zuyoDy 


x/fov 19 IQQR 
ividy 1 z , i 770 




r^KT A O 1 0*7 IOC/1 

L)NA!)Zlo/-1334 


ZUyo4D 


Mnv fk 1 QQR 

iVidy 1770 




F\K1A010A 1'2/fQ 

L>N ADZ 1 yo- 1 34o 


zuy /40 


Anril 7 IQQR 




LlIN ADZjyo- 1 J 1 o 


ZU3 1 U / 


Aiioiicf 1 1 IQQR 




DN A54ZZO- 1 30D 


zuyoUl 


Anril 9*^ IQQR 
rVpril .^J, J770 




L/IN A jOU4 / - 1 4DO 


zuyy4o 


Tune Q 1 QQR 

JUiiC 7, 1 770 




LliN AJOl iz-u /y 


ZUyooD 


Mav 90 IQQR 

IVlajr ^V/, X770 




L/INAjo1 13-13 /o 


9O'^040 
ZU3 U4y 


Tiilv 1 IQQR 

J Uljr 1 , X 770 




UN Aj03jZ- l3Do 


zuyo4o 


Mav IQQR 

IVldjr V/ , 1 770 




UN A J0433-14U0 


900RS7 

zuyoD / 


Mflv 12 1998 

IVlOJf 1 77V> 




r^KT A < A/1 iO t 'Xlf^ 
UNAj043y-l3 /O 


90QRA4 

zuyo04 


M;)v 14 199R 

iTlAJr 1770 




UN AD /D3U-13 /D 


zuyoou 


Mav 20 1998 




UN AD /Ooy-13oD 


0 no 8 AO 
zuyooy 


Msv 14 1998 




UiN AD /OVU-ID /*f 


9000^0 

zuyyDu 


Time Q 1998 

aVLUlC 7f X7^\J 




VT A <7A01 1 494 
L/N AD /OyD- * 4Z4 


90*5008 
ZUDUUo 


June 23 1998 




r4MA^7R'^R l'^'^? 
L/INAj /Oi^o-l / 


90*5014 
ZUjU 1*T 


June 23 1998 




r4lMA^R791 147^ 
L-IIN A3o / Z1-14/J 


OCW 1 1 o • 

ZU31 lU 


Aupust 11 1998 




r>MA^Q9n<; i49i 

L/IN ADyZUD-14Zl 


90*5000 
zuDuuy 


June 23 1998 




r>MA^091^ 149S 


90QQA1 
zuyyo 1 


June 9 1998 




nM A ^0990-1 S 1 4 


9000^9 


June 9 1998 




nMAS0904 


90QR^ 


Mav 14 1998 






90^5 1 S7 


Aueust 25 1998 




riNI ASQSRR.1 ^71 


90*5 lOfi 


Aueust 11 1998 


50 


DNA59606-1471 


209945 


June 9, 1998 




DNA59620-1463 


209989 


June 16, 1998 




DNA59767-1489 


203108 


August 11, 1998 




DNA59777-1480 


203111 


August 11, 1998 




DNA59814-1486 


203359 


October 20, 1998 


55 


DNA59839-1461 


209988 


June 16, 1998 
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Table 7 (conf) 





^(faterial 


ATCC Dep. No. 


Deposit Date 




DNA59846-1503 


209978 


June 16, 1998 




DNA59847-1511 


203098 


August 4, 1998 




DNA60615-1483 


209980 


June 16, 1998 


5 


DNA60621-1516 


203091 


August 4, 1998 




DNA60622-1525 


203090 


August 4, 1998 




DNA60627-1508 


203092 


August 4, 1998 




DN A60764- 1 533 


203452 


November 10, 1998 




nNA60775-1532 


203173 


September 1, 1998 


10 


DNA61 185-1646 


203464 


November 17, 1998 




DNA61 873- 1574 


203132 


August 18, 1998 




DNA62306-1570 


203254 


September 9, 1998 




DN A 62808-1 582 


203358 


October 20, 1998 




nNA62814-1521 


203093 


August 4, 1998 


15 


DNA64885-1 529 


203457 


November 3, 1998 




DN A64886- 1 60 1 


203241 


September 9, 1998 




DNA64RR8-1 542 


203249 


September 9., 1 998 




DN A6ARftQ. 1 54 1 


203250 


September 9, 1998 




DNA648Q0- 1612 


203 1 3 1 


August 18, 1998 




DNA64 00*^-1 553 


201223 


September 15, 1998 




DNA^=i4 005-1 558 


90'^933 


Seotember 15 1998 




DNA/i^^nO 1 S40 


9n'^959 


Sentember 9 1998 






90^^476 


November 17 1998 








August 4 1998 








Sentember 15 1998 




UiN AOOOO / - 1 Jl'O 




Sentember 22 1998 




D]SIAA^7^ 1 
l./lN/\OOD /J-l JO / 


90*^989 


Sentember 22 1998 






90*^657 


Febniarv 9 1999 






^yjj^ / vi 


Sentember 22 1998 


"^0 




90^^160 

^KJD XOV 


Aueust 25 1998 




r>NA711^0 1^17 


90^^ 1*^5 


Auffust 18 1998 




DNA7'^797 Xf^TX 


90*^450 


November 3 1998 




DN A7'^7'^Q-1 ^^5 


90*^970 


Sentember 22 1998 




DN A 76d.OO_9 59R 


903573 


Januarv 12 1999 




D N A 765 1 ft-9 504 


903477 


November 17, 1998 




DN A 7659Q-1 666 


90331 5 


October 6, 1998 




DN A76538- 1 670 


203313 


October 6, 1998 




DN A 77'^0 1 - 1 708 


203407 


October 27, 1998 




DN A77624-25 1 5 


203553 


December 22, 1998 


40 


DNA79230-2525 


203549 


December 22, 1998 




DNA79862-2522 


203550 


December 22, 1998 




DNA80i45-2594 


PTA-204 


June 8. 1999 




DNA83500-2506 


203391 


October 29. 1998 




DNA8491 7-2597 


203863 


March 23, 1999 


45 


DNA92218-2554 


203834 


March 9, 1999 




DNA96042-2682 


PTA-382 


July 20, 1999 



These deposits were made under the provisions of the Budapest Treaty on the International Recognition 
of the Deposit of Microorganisms for the Purpose of Patent Procedure and the Regulations thereunder (Budapest 
50 Treaty). This assures maintenance of a viable culture of the deposit for 30 years from the date of deposit. The 
deposits will be made available by ATCC under the terms of the Budapest Treaty, and subject to an agreement 
between Genentech, Inc. and ATCC, which assures permanent and unrestricted availability of the progeny of 
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the culture of the deposit to the public upon issuance of the pertinent U.S. patent or upon laying open to the 
public of any U.S. or foreign patent application, whichever comes first, and assures availability of the progeny 
to one determined by the U.S. Commissioner of Patents and Trademarks to be entitled thereto according to 35 
use § 122 and the Commissioner's rules pursuant thereto (including 37 CFR § 1 . 14 with particular reference 
to 886 OG 638). 

5 The assignee of the present application has agreed that if a culture of the materials on deposit should 

die or be lost or destroyed when cultivated under suitable conditions, the materials will be promptly replaced on 
notification with another of the same. Availability of the deposited material is not to be construed as a license 
to practice the invention in contravention of the rights granted under the authority of any government in 
accordance with its patent laws. 

10 

EXAMPLE 5 : Use of PRO as a hvbridization probe 

The following method describes use of a nucleotide sequence encoding PRO as a hybridization probe. 

DNA comprising the coding sequence of full-length or mature PRO as disclosed herein is employed as 
a probe to screen for homologous DN As (such as those encoding naturally -occurring variants of PRO) in human 
15 tissue cDNA libraries or human tissue genomic libraries. 

Hybridization and washing of filters containing either library DNAs is performed under the following 
high stringency conditions. Hybridization of radiolabeled PRO-derived probe to the filters is performed in a 
solution of 50% formamide. 5x SSC, 0. 1 % SDS, 0. 1 % sodium pyrophosphate, 50 mM sodium phosphate, pH 
6.8, 2x Denhardt*s solution, and 10% dextran sulfate at 42**C for 20 hours. Washing of the filters is performed 
20 m an aqueous solution of 0. Ix SSC and 0. 1 % SDS at 42^C. 

DNAs having a desired sequence identity with the DNA encoding full-length native sequence PRO can 
then be identified using standard techniques known in the art. 

EXAMPLE 6 : Expression of PRO in E. coli 
25 This example illustrates preparation of an unglycosylated form of PRO by recombinant expression in 

E. coli. 

The DNA sequence encoding PRO is initially amplified using selected PCR primers. The primers 
should contain restriction enzyme sites which correspond to the restriction enzyme sites on the selected 
expression vector. A variety of expression vectors may be employed. An example of a suitable vector is 

30 pBR322 (derived from E. coli; see Bolivar et ah. Gene . 2:95 (1977)) which contains genes for ampicillin and 
tetracycline resistance. The vector is digested with restriction enzyme and dephosphorylated. The PCR 
amplified sequences are then ligated into the vector. The vector will preferably include sequences which encode 
for an antibiotic resistance gene, a trp promoter, a polyhis leader (including the first six STII codons, polyhis 
sequence, and enterokinase cleavage site), the PRO coding region, lambda transcriptional terminator, and an 

35 argU gene. 

The ligation mixmre is then used to transform a selected E, coli strain using the methods described in 
Sambrook et al . , supra . Transformants are identified by their ability to grow on LB plates and antibiotic resistant 

104 



BNSDOCID: <WO ^0140466A2J_> 



wo 01/40466 PCT/USOO/32678 

colonies are then selected. Plasmid DNA can be isolated and confirmed by restriction analysis and DNA 
sequencing. 

Selected clones can be grown overnight in liquid culture medium such as LB broth supplemented with 
antibiotics. The overnight culture may subsequently be used to inoculate a larger scale culture. The cells are 
then grown to a desired optical density, during which the expression promoter is turned on. 
5 After culturing the cells for several more hours, the cells can be harvested by centrifugation. The cell 

pellet obtained by the centrifugation can be solubilized using various agents known in the art, and the solubilized 
PRO protein can then be purified using a metal chelating column under conditions that allow tight binding of the 
protein. 

PRO may be expressed in E. coli in a poly-His tagged form, using the following procedure. The DNA 

10 encoding PRO is initially amplified using selected PCR primers. The primers will contain restriction enzyme 
sites which correspond to the restriction enzyme sites on the selected expression vector, and other useful 
sequences providing for efficient and reliable translation initiation, rapid purification on a metal chelation 
column, and proteolytic removal with enterokinase. The PCR-ampHfied, poly-His tagged sequences are then 
ligated into an expression vector, which is used to transform an E. coli host based on strain 52 (W3110 

15 fuhA(tonA) Ion galE rpoHts(htpRts) clpP(laclq). Transformants are first grown in LB containing 50 mg/ml 
carbenicillin at SO'^C with shaking until an O.D.600 of 3-5 is reached. Cultures are then diluted 50-100 fold into 
CRAP media (prepared by mixing 3.57 g (NH4)2S04, 0.71 g sodium citrate*2H20, 1.07 g KCl, 5.36 g Difco 
yeast extract, 5.36 g Sheffield hycase SF in 500 mL water, as well as 110 mM MPOS, pH 7.3, 0.55% (w/v) 
glucose and 7 mM MgS04) and grown for approximately 20-30 hours at 30 ''C with shaking. Samples are 

20 removed to verify expression by SDS-PAGE analysis, and the bulk culture is centrifuged to pellet the cells. Cell 
pellets are frozen until puriOcation and refolding. 

coli paste from 0.5 to 1 L fermentations (6-10 g pellets) is resuspended in 10 volumes (w/v) in 7 M 
guanidine, 20 mM Tris, pH 8 buffer. Solid sodium sulfite and sodium tetrathionate is added to make final 
concentrations of 0. IM and 0.02 M, respectively, and the solution is stirred overnight at 4**C. This step results 

25 in a denatured protein with all cysteine residues blocked by sulfitolization. The solution is centrifuged at 40,000 
rpm in a Beckman Ultracentifiige for 30 min. The supernatant is diluted widi 3-5 volumes of metal chelate 
column buffer (6 M guanidine, 20 mM Tris, pH 7.4) and fdtered through 0.22 micron filters to clarify. The 
clarified extract is loaded onto a 5 ml Qiagen Ni-NTA metal chelate column equilibrated in the metal chelate 
column buffer. The column is washed with additional buffer containing 50 mM imidazole (Calbiochem, Utrol 

30 grade), pH 7.4. The protein is eluted with buffer containing 250 mM imidazole. Fractions containing the 
desired protein are pooled and stored at 4°C. Protein concentration is estimated by its absorbance at 280 nm 
using the calculated extinction coefficient based on its amino acid sequence. 

The proteins are refolded by diluting the sample slowly into freshly prepared refolding buffer consisting 
of: 20 mM Tris, pH 8.6, 0.3 M NaCl, 2.5 M urea, 5 mM cysteine, 20 mM glycine and 1 mM EDTA. 

35 Refolding volumes are chosen so diat the final proieia concentration is between 50 to 100 micrograms/ml. The 
refolding solution is stirred gently at 4**C for 12-36 hours. The refolding reaction is quenched by the addition 
of TFA to a final concentration of 0.4% (pH of approximately 3). Before further purification of the protein, the 
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solution is filtered through a 0.22 micron filter and acetonitrile is added to 2-10% final concentration. The 
refolded protein is chromatographed on a Poros Rl/H reversed phase column using a mobile buffer of 0.1 % 
TFA with elation with a gradient of acetonitrile from 10 to 80%. Aliquots of fractions with A280 absorbance 
are analyzed on SDS polyacrylamide gels and fractions containing homogeneous refolded protein are pooled. 
Generally, the properly refolded species of most proteins are eluted at the lowest concentrations of acetonitrile 
5 since those species are the most compact with their hydrophobic interiors shielded from interaction with the 
reversed phase resin. Aggregated species are usually eluted at higher acetonitrile concentrations. In addition 
to resolving misfolded forms of proteins from the desired form, the reversed phase step also removes endotoxin 
from the samples. 

Fractions containing die desired folded PRO polypeptide are pooled and the acetonitrile removed using 
10 a gentle stream of nitrogen directed at the solution. Proteins are formulated into 20 mM Hepes, pH 6.8 with 
0. 14 M sodium chloride and 4% mannitol by dialysis or by gel filtration using G25 Superfine (Pharmacia) resins 
equilibrated in the formulation buffer and sterile filtered. 

Many of the PRO polypeptides disclosed herein were successfully expressed as described above. 

15 EXAMPLE 7 : Expression of PRO in mammalian cells 

This example illustrates preparation of a potentially glycosylated form of PRO by recombinant 
expression in mammalian cells. 

The vector, pRK5 (see EP 307,247, published March 15, 1989), is employed as the expression vector. 
Optionally, the PRO DNA is ligated into pRK5 with selected restriction enzymes to allow insertion of the PRO 
20 DNA using ligation methods such as described in Sambrook et al . , supra. The resulting vector is called pRK5- 
PRO. 

In one embodiment, the selected host cells may be 293 cells. Human 293 cells (ATCC CCL 1573) are 
grown to confluence in tissue culture plates in medium such as DMEM supplemented with fetal calf serum and 
optionally, nutrient components and/or antibiotics. About 10 fig pRK5-PRO DNA is mixed with about 1 fxg 

25 DNA encoding the VA RNA gene [Thinunappaya et al. , CeU, 31 :543 (1982)] and dissolved in 500 ^tl of 1 mM 
Tris-HCl, 0. 1 mM EDTA, 0.227 M CaCla- To this mixture is added, dropwise, 500 fx\ of 50 mM HEPES (pH 
7.35), 280 mM NaCl, 1.5 mM NaP04, and a precipitate is allowed to form for 10 minutes at 25°C. The 
precipitate is suspended and added to the 293 cells and allowed to settle for about four hours at 37°C. The 
culture medium is aspirated off and 2 ml of 20% glycerol in PBS is added for 30 seconds. The 293 cells are 

30 then washed with serum free medium, fresh mediimi is added and the cells are incubated for about 5 days. 

Approximately 24 hours after the transfections, the culture mediimi is removed and replaced with culture 
medium (alone) or culture medium containing 200 ^Ci/ml ^^S-cysteine and 200 ^Ci/ml ^^S-methionine. After 
a 12 hour incubation » the conditioned medium is collected, concentrated on a spin filter, and loaded onto a 15% 
SDS gel. The processed gel may be dried and exposed to film for a selected period of time to reveal the 

35 presence of PRO polypeptide. The cultures containing transfected cells may undergo further incubation (in 
serum free medium) and the medium is tested in selected bioassays. 
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In an"altemative technique, PRO may be introduced into 293 cells transiently using the dextran sulfate 
method described by Somparyrac et al., Proc. Natl. Acad. Sci. . 12:7575 (1981). 293 cells are grown to 
maximal density in a spinner flask and 700 fig pRK5-PRO DNA is added. The cells are first concentrated from 
the spinner flask by centritugation and washed with PBS, The DNA-dextran precipitate is incubated on the cell 
pellet for four hours. The cells are treated with 20% glycerol for 90 seconds, washed with tissue culture 
5 medium, and re-introduced into the spinner flask containing tissue culture medium, 5 ^g/ml bovine insulin and 
0. 1 ftg/ml bovine transferrin. After about four days, the conditioned media is centrifuged and filtered to remove 
cells and debris. The sample containing expressed PRO can then be concentrated and purified by any selected 
method, such as dialysis and/or column chromatography. 

In another embodiment, PRO can be expressed in CHO cells. The pRK5-PRO can be transfected into 

10 CHO cells using known reagents such as CaP04 or DEAE-dextran. As described above, the cell cultures can 
be incubated, and the medium replaced with culture medium (alone) or medium containing a radiolabel such as 
^^S-methionine. After determining the presence of PRO polypeptide, the culmre medium may be replaced with 
serum free medium. Preferably, the cultures are incubated for about 6 days, and then the conditioned medium 
is harvested. The medium containing the expressed PRO can then be concentrated and purified by any selected 

15 method. 

Epitope-tagged PRO may also be expressed in host CHO cells. The PRO may be subcloned out of the 
pRK5 vector. The subclone insert can undergo PCR to fuse in frame with a selected epitope tag such as a poly- 
his tag into a Baculovirus expression vector. The poly-his tagged PRO insen can then be subcloned into a S V40 
driven vector containing a selection marker such as DHFR for selection of stable clones. Finally, the CHO cells 

20 can be transfected (as described above) with the SV40 driven vector. Labeling may be performed, as described 
above, to verify expression. The culture medium containing the expressed poly-His tagged PRO can then be 
concentrated and purified by any selected method, such as by Ni^"*'-chelate affinity chromatography. 

PRO may also be expressed in CHO and/or COS cells by a transient expression procedure or in CHO 
cells by another stable expression procedure. 

25 Stable expression in CHO cells is performed using the following procedure. The proteins are expressed 

as an IgG construct (immunoadhesin), in which the coding sequences for the soluble forms (e.g. extracellular 
domains) of the respective proteins are fiised to an IgGl constant region sequence containing the hinge, CH2 
and CH2 domains and/or is a poly-His tagged form. 

Following PCR amplification, the respective DNAs are subcloned in a CHO expression vector using 

30 standard techniques as described in Ausubel et al., Current Protocols of M olecular Biology. Unit 3.16. John 
Wiley and Sons (1997). CHO expression vectors are constructed to have compatible restriction sites 5* and 3' 
of the DNA of interest to allow the convenient shuttling of cDN A's. The vector used expression in CHO cells 
is as described in Lucas et al., Nucl. Acids Res. 24:9 (1774-1779 (1996), and uses the SV40 early 
promoter/enhancer to drive expression of the cDNA of interest and dihydrofolate reductase (DHFR). DHFR 

35 expression permits selection for stable maintenance of the plasmid following transfection. 

Twelve micrograms of the desired plasmid DNA is introduced into approximately 10 million CHO cells 
using commercially available transfection reagents Superfect* (Quiagen), Dosper* or Fugene* (Boehringer 
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Mannheim). The cells are grown as described in Lucas et al., supra . Approximately 3 x 10'^ cells are frozen 
in an ampule for further growth and production as described below. 

The ampules containing the plasmid DNA are thawed by placement into water bath and mixed by 
vortexing. The contents are pipetted into a centrifuge mbe containing 10 mLs of media and centrifuged at 1000 
rpm for 5 minutes. The supernatant is aspirated and the cells are resuspended in 10 mL of selective media (0.2 
5 ium filtered PS20 with 5% 0.2 jam diafiltered fetal bovine serum). The cells are then aliquoted into a 100 mL 
spinner containing 90 mL of selective media. After 1-2 days, the cells are transferred into a 250 mL spinner 
filled with 150 mL selective growth medium and incubated at ST^'C. After another 2-3 days, 250 mL, 500 mL 
and 2000 mL spinners are seeded with 3 x 10^ cells/mL. The cell media is exchanged with fresh media by 
centrifugation and resuspension in production medium. Although any suitable CHO media may be employed, 

10 a production medium described in U.S. Patent No. 5,122,469, issued June 16, 1992 may actually be used. A 
3L production spinner is seeded at 1 .2 x 10^ cells/mL. On day 0, the cell number pH ie determined. On day 
1, the spinner is sampled and sparging with filtered air is commenced. On day 2, the spinner is sampled, the 
temperature shifted to 33^C, and 30 mL of 500 g/L glucose and 0.6 mL of 10% antifoam (e.g., 35% 
polydimethylsiloxane emulsion, Dow Coming 365 Medical Grade Emulsion) taken. Throughout the production, 

15 the pH is adjusted as necessary to keep it at around 7.2. After 10 days, or until the viability dropped below 
70% , the cell culture is harvested by centrifugation and filtering through a 0.22 /^m filter. The filtrate was either 
stored at A'^C or immediately loaded onto columns for purification. 

For the poly-His tagged constructs, the proteins are purified using a Ni-NTA colunui (Qiagen). Before 
purification, imidazole is added to the conditioned media to a concentration of 5 mM. The conditioned media 

20 is pumped onto a 6 ml Ni-NTA column equilibrated in 20 mM Hepes, pH 7.4, buffer containing 0.3 M NaCl 
and 5 mM imidazole at a flow rate of 4-5 ml/min. at 4^. After loading, the column is washed with additional 
equilibration buffer and the protein eluted with equilibration buffer containing 0.25 M imidazole. The highly 
purified protein is subsequently desalted into a storage buffer containing 10 mM Hepes, 0.14 M NaCl and 4% 
mannitol, pH 6.8, with a 25 ml G25 Superfme (Pharmacia) colunm and stored at -SO^'C. 

25 Immunoadhesin (Fc-containing) constructs are purified from the conditioned media as follows. The 

conditioned medium is pumped onto a 5 ml Protein A colunm (Pharmacia) which had been equilibrated in 20 
mM Na phosphate buffer, pH 6.8. After loading, the colunm is washed extensively with equilibration buffer 
before elution with 100 mM citric acid, pH 3.5. The eluted protein is immediately neutralized by collecting 1 
ml fractions into tubes containing 275 /^L of 1 M Tris buffer, pH 9. The highly purified protein is subsequently 

30 desalted into storage buffer as described above for the poly-His tagged proteins. The homogeneity is assessed 
by SDS polyacrylamide gels and by N-terminal amino acid sequencing by Edman degradation. 

Many of the PRO polypeptides disclosed herein were successftxlly expressed as described above. 

EXAMPLE 8 : Expression of PRO in Yeast 
35 The following method describes recombinant expression of PRO in yeast. 

First, yeast expression vectors are constructed for intraceUular production or secretion of PRO from 
the ADH2/GAPDH promoter. DNA encoding PRO and the promoter is inserted into suitable restriction enzyme 
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sites in the selected plasmid to direct intracellular expression of PRO. For secretion, DNA encoding PRO can 
be cloned into the selected plasmid, together with DNA encoding the ADH2/GAPDH promoter, a native PRO 
signal peptide or other mammalian signal peptide, or, for exanq^le, a yeast alpha-factor or invertase secretory 
signal/leader sequence, and linker sequences (if needed) for expression of PRO. 

Yeast cells, such as yeast strain ABl 10, can then be transformed with the expression plasmids described 
above and cultured in selected fermentation media. The transformed yeast supematants can be analyzed by 
precipitation with 10% trichloroacetic acid and separation by SDS-PAGE, followed by staining of the gels with 
Coomassie Blue stain. 

Recombinant PRO can subsequently be isolated and purified by removing the yeast cells from the 
fermentation medium by centrifugation and then concentrating the medium using selected cartridge filters. The 
concentrate containing PRO may further be purified using selected column chromatography resins. 

Many of the PRO polypeptides disclosed herein were successfully expressed as described above. 

EXAMPLE 9 : Expression of PRO in Baculovirus-Infected Insect Cells 

The following method describes recombinant expression of PRO in Baculovirus-infected insect cells. 

The sequence coding for PRO is fused upstream of an epitope tag contained within a baculo virus 
expression vector. Such epitope tags include poly-his tags and immunoglobulin tags (like Fc regions of IgG). 
A variety of plasmids may be employed, including plasmids derived from commercially available plasmids such 
as pVL1393 (Novagen). Briefly, the sequence encoding PRO or the desired portion of the coding sequence of 
PRO such as the sequence encoding the extracellular domain of a transmembrane protein or the sequence 
encoding the mature protein if the protein is extracellular is amplified by PGR with primers complementary to 
the 5* and 3* regions. The 3* primer may incorporate flanking (selected) restriction enzyme sites. The product 
is then digested with those selected restriction enzymes and subcloned into the expression vector. 

Recombinant baculovirus is generated by co-transfecting the above plasmid and BaculoGold'*'^ virus 
DNA (Pharmingen) into Spodoptera frugiperda ("Sf9**) cells (ATCC CRL 171 1) using lipofectin (commercially 
available from GIBCO-BRL). After 4-5 days of incubation at 28^G, the released viruses are harvested and used 
for further amplifications. Viral infection and protein expression are performed as described by O'Reilley et 
al., Baculovirus expression vectors: A Laboratory ManuaL Oxford: Oxford University Press (1994). 

Expressed poly-his tagged PRO can then be purified, for example, by Ni^^-chelate affinity 
chromatography as follows. Extracts are prepared from recombinant virus-infected Sf9 cells as described by 
Rupert et al., Nature . 362 : 175-179 (1993). Briefly, Sf9 cells are washed, resuspended in sonication buffer (25 
mL Hepes, pH 7.9; 12.5 mM MgCl2; 0.1 mM EDtA; 10% glycerol; 0.1% NF-40; 0.4 M KCl), and sonicated 
twice for 20 seconds on ice. The sonicates are cleared by centrifugation, and the supernatant is diluted 50-fold 
in loading buffer (50 mM phosphate. 300 mM NaCl, 10% glycerol, pH 7.8) and filtered through a 0.45 )um 
filter. A Ni^"*"-NTA agarose column (commercially available from Qiagen) is prepared with a bed volume of 5 
mL, washed with 25 mL of water and equilibrated with 25 mL of loading bufl'er. The filtered cell extract is 
loaded onto the column at 0.5 mL per minute. The column is washed to baseline A-^ with loading buffer, at 
which point fraction collection is started. Next, the colimm is washed with a secondary wash buffer (50 mM 
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phosphate; 300"mM NaCl, 10% glycerol, pH 6.0), which elutes nonspecifically bound protein. After reaching 
Ajgo baseline again, the column is developed with a 0 to 500 mM Imidazole gradient in the secondary wash 
buffer. One mL fractions are collected and analyzed by SDS-PAGE and silver staimng or Western blot with 
Ni^^-NTA-conjugated to alkaline phosphatase (Qiagen). Fractions containing the eluted His,o-tagged PRO are 
pooled and dialyzed against loading buffer. 
5 Alternatively, purification of the IgG tagged (or Fc tagged) PRO can be performed using known 

chromatography techniques, including for instance. Protein A or protein G column chromatography. 

Many of the PRO polypeptides disclosed herein were successfully expressed as described above. 

EXAMPLE 10 : Preparation of Antibodies that Bind PRO 

10 This example illustrates preparation of monoclonal antibodies which can specifically bind PRO. 

Techniques for producing the monoclonal antibodies are known in the art and are described, for 
instance, in Goding, supra . Immunogens that may be employed include purified PRO, fusion proteins containing 
PRO, and cells expressing recombinant PRO on the cell surface. Selection of the immunogen can be made by 
the skilled artisan without undue experimentation. 

15 Mice, such as Balb/c, are immunized with the PRO immunogen emulsified in complete Freund's 

adjuvant and injected subcutaneously or intraperitoneally in an amoimt from 1-100 micrograms. Alternatively, 
the immunogen is emulsified in MPL-TDM adjuvant (Ribi immunochemical Research, Hamilton, MT) and 
injected into the animal's hind foot pads. The immunized mice are then boosted 10 to 12 days later with 
additional immunogen emulsified in the selected adjuvant. Thereafter, for several weeks, the mice may also be 

20 boosted with additional immunization injections. Serum samples may be periodically obtained from the mice 
by retro-orbital bleeding for testing in ELISA assays to detect anti-PRO antibodies. 

After a suitable antibody titer has been detected, the animals "positive" for antibodies can be injected 
with a final intravenous injection of PRO. Three to four days later, the mice are sacrificed and the spleen cells 
are harvested. The spleen cells are then fiised (using 35% polyethylene glycol) to a selected miu-ine myeloma 

25 cell line such as P3X63AgU.l. available from ATCC, No. CRL 1597. The fusions generate hybridoma cells 
which can then be plated in 96 well tissue culture plates containing HAT (hypoxanthine, aminopterin, and 
thymidine) medium to inhibit proliferation of non-fused cells, myeloma hybrids, and spleen cell hybrids. 

The hybridoma cells will be screened in an ELISA for reactivity against PRO. Determination of 
"positive" hybridoma cells secreting the desired monoclonal antibodies against PRO is within the skill in the art. 

30 The positive hybridoma cells can be injected intraperitoneally into syngeneic Balb/c mice to produce 

ascites containing the anti-PRO monoclonal antibodies. Alternatively, the hybridoma cells can be grown in tissue 
culture flasks or roller bottles. Purification of the monoclonal antibodies produced in the ascites can be 
accomplished using ammonium sulfate precipitation, followed by gel exclusion chromatography. Alternatively, 
affinity chromatography based upon binding of antibody to protein A or protein G can be employed. 

35 
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EXAMPLE 11 : Purification of PRO Polypeptides U sin^ Specific Antibodies 

Native or recombinant PRO polypeptides may be purified by a variety of standard techniques in the art 
of protein purification. For example, pro-PRO polypeptide, mature PRO polypeptide, or pre-PRO polypeptide 
is purified by immunoaffinity chromatography using antibodies specific for the PRO polypeptide of interest. In 
general, an immunoaffinity column is constructed by covalemly coupling the anti-PRO polypeptide antibody to 
5 an activated chromatographic resin. 

Polyclonal immunoglobulins are prepared from immune sera either by precipitation with ammonium 
sulfate or by purification on immobilized Protein A (Pharmacia LKB Biotechnology, Piscataway, N.J.). 
Likewise, monoclonal antibodies are prepared from mouse ascites fluid by ammonium sulfate precipitation or 
chromatography on immobilized Protein A. Partially purified immunoglobulin is covalently attached to a 
10 chromatographic resin such as CnBr-activated SEPHAROSE^^ (Pharmacia LKB Biotechnology). The antibody 
is coupled to the resin, the resin is blocked, and the derivative resin is washed according to the manufacturer's 
instructions. 

Such an immunoaffinity column is utilized in the purification of PRO polypeptide by preparing a fraction 
fi*om cells containing PRO polypeptide in a soluble form. This preparation is derived by solubilization of the 

15 whole cell or of a subcellular fraction obtained via differential centrifiigation by the addition of detergent or by 
other methods well known in the art. Alternatively, soluble PRO polypeptide containing a signal sequence may 
be secreted in useful quantity into the medium in which the cells are grown. 

A soluble PRO polypeptide-containing preparation is passed over the immunoaffinity colunm, and the 
column is washed under conditions that allow the preferential absorbance of PRO polypeptide (e.g. , high ionic 

20 strength buffers in the presence of detergent). Then, the column is eluted under conditions that disrupt 
antibody/PRO polypeptide binding {e.g. , a low pH buffer such as approximately pH 2-3, or a high concentration 
of a chaotrope such as urea or thiocyanate ion), and PRO polypeptide is collected. 

EXAMPLE 12 : Drug Screening 

25 This invention is particxilarly useful for screening compounds by using PRO polypeptides or binding 

fragment thereof in any of a variety of drug screening techniques. The PRO polypeptide or fragment employed 
in such a test may either be free in solution, affixed to a solid support, borne on a cell surface, or located 
intracellularly. One method of drug screening utilizes eukaryotic or prokaryotic host cells which are stably 
transformed with recombinant nucleic acids expressing tiie PRO polypeptide or fragment. Drugs are screened 

30 against such transformed cells in competitive binding assays. Such cells, either in viable or fixed form, can be 
used for standard binding assays. One may measure, for example, the formation of complexes between PRO 
polypeptide or a fragment and the agent being tested. Alternatively, one can examine the diminution in complex 
formation between the PRO polypeptide and its target cell or target receptors caused by the agent being tested. 
Thus, the present invention provides methods of screening for drugs or any other agents which can 

35 affect a PRO polypeptide-associated disease or disorder. These methods comprise contacting such an agent with 
an PRO polypeptide or fragment thereof and assaying (1) for the presence of a complex between the agent and 
the PRO polypeptide or fragment, or (ii) for the presence of a complex between the PRO polypeptide or fragment 
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and the cell, by methods well known in the art. In such competitive binding assays, the PRO polypeptide or 
fragment is typically labeled. After suitable incubation, free PRO polypeptide or fragment is separated from that 
present in bound form, and the amount of free or uncomplexed label is a measure of the ability of the particular 
agent to bind to PRO polypeptide or to interfere with die PRO polypeptide/cell complex. 

Another technique for drug screening provides high throughput screening for compounds having suitable 
5 binding affmity to a polypeptide and is described in detail in WO 84/03564, published on September 1 3, 1984. 
Briefly stated, large numbers of different small peptide test compounds are synthesized on a solid substrate, such 
as plastic pins or some other surface. As applied to a PRO polypeptide, the peptide test compounds are reacted 
with PRO polypeptide and washed. Bound PRO polypeptide is detected by methods well known in the art. 
Purifled PRO polypeptide can also be coated directly onto plates for use in the aforementioned drug screening 
10 techniques. In addition, non-neutralizing antibodies can be used to capture the peptide and immobilize it on the 
solid support. 

This invention also contemplates the use of competitive drug screening assays in which neutralizing 
antibodies capable of binding PRO polypeptide specifically compete with a test compound for binding to PRO 
polypeptide or fragments thereof. In this manner, the antibodies can be used to detect the presence of any 
15 peptide which shares one or more antigenic determinants with PRO polypeptide. 

EXAMPLE 13 : Rational Drug Design 

The goal of rational drug design is to produce structural analogs of biologically active polypeptide of 

interest (/.e. , a PRO polypeptide) or of small molecules with which they interact, e.g.^ agonists, antagonists, or 
20 inhibitors. Any of these examples can be used to fashion drugs which are more active or stable forms of the 

PRO polypeptide or which enhance or interfere with the function of the PRO polypeptide in vivo {c.f., Hodgson, 

Bio/Technoloev . 9: 19-21 (1991)). 

In one approach, the three-dimensional strucmre of the PRO polypeptide, or of an PRO 

polypeptide-inhibitor complex, is determined by x-ray crystallography, by computer modeling or, most typically, 
25 by a combination of the two approaches. Both the shape and charges of the PRO polypeptide must be ascertained 

to elucidate the structure and to determine active site(s) of the molecule. Less often, useftii information regarding 

the structure of the PRO polypeptide may be gained by modeling based on the structure of homologous proteins. 

In both cases, relevant structural information is used to design analogous PRO polypeptide-like molecules or to 

identify efficient inhibitors. Useful examples of rational drug design may include molecules which have improved 
30 activity or stability as shown by Braxton and Wells, Biochemistrv. 31:7796-7801 (1992) or which act as 

inhibitors, agonists, or antagonists of native peptides as shown by Athauda et aL^ J. Biochem. , 113:742-746 

(1993). 

It is also possible to isolate a target-specific antibody, selected by functional assay, as described above, 
and then to solve its crystal structure. This approach, in principle, yields a pharmacore upon which subsequent 
35 drug design can be based. It is possible to bypass protein crystallography altogether by generating anti-idiotypic 
antibodies (anti-ids) to a functional, pharmacologically active antibody. As a mirror image of a mirror image, 
the binding site of the anti-ids would be expected to be an analog of the original receptor. The anti-id could then 
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be used to identify and isolate peptides from banks of chemically or biologically produced peptides. The isolated 
peptides would then act as the pharmacore. 

By virtue of the present invention, sufficient amounts of the PRO polypeptide may be made available 
to perform such analytical studies as X-ray crystallography. In addition, knowledge of the PRO polypeptide 
amino acid sequence provided herein will provide guidance to those employing computer modeling techniques 
5 in place of or in addition to x-ray crystallography. 

EXAMPLE 14 : Identification of PRO Polvpeptides That Stimulate TNF-g Release In Hu man Blood (Assay 128) 
This assay shows that certain PRO polypeptides of the present invention act to stimulate the release of 
TNF-a in human blood. PRO polypeptides testing positive in this assay are useful for, among other things, 

10 research purposes where stimulation of the release of TNF-a would be desired and for the therapeutic treatment 
of conditions wherein enhanced TNF-a release would be beneficial. Specifically, 200 /xl of human blood 
supplemented with 50mM Hepes buffer (pH 7.2) is aliquoted per well in a 96 well test plate. To each well is 
then added 300^1 of either the test PRO polypeptide in 50 mM Hepes buffer (at various concentrations) or 50 
mM Hepes buffer alone (negative control) and the plates are incubated at 3TC for 6 hours. The samples are 

15 then centrifuged and 50/>tl of plasma is collected from each well and tested for the presence of TNF-a by ELISA 
assay. A positive in the assay is a higher amount of TNF-a in the PRO polypeptide treated samples as compared 
to the negative control samples. 

The following PRO polypeptides tested positive in this assay: PR0195, PRO202, PR0215, PR0221, 
PR0217. PR0222, PR0198, PR0245, PROI72, PR0265, PR0266, PR0344. PR0337, PR0322, PR01286, 

20 PR01279, PR01338 and PR01343. 

EXAMPLE 15 : Detection of Polvpeptides That Affect Glucose or FFA Uptak e in Skeletal Muscle (Assav 106^ 
This assay is designed to determine whether PRO polypeptides show the ability to affect glucose or FFA 
uptake by skeletal muscle cells. PRO polypeptides testing positive in this assay would be expected to be useful 
25 for the therapeutic treatment of disorders where either the stimulation or inhibition of glucose uptake by skeletal 
muscle would be beneficial including, for example, diabetes or hyper- or hypo-insulinemia. 

In a 96 well format, PRO polypeptides to be assayed are added to primary rat differentiated skeletal 
muscle, and allowed to incubate overnight. Then fresh media with the PRO polypeptide and +/- insulin are 
added to the wells. The sample media is then monitored to determine glucose and FFA uptake by the skeletal 
30 muscle cells. The insulin will stimulate glucose and FFA uptake by the skeletal muscle, and insulin m media 
without the PRO polypeptide is used as a positive control, and a limit for scoring. As the PRO polypeptide being 
tested may either stimulate or inhibit glucose and FFA uptake, results are scored as positive in the assay if 
greater than 1.5 times or less than 0.5 times the insulin control. 

The following PRO polypeptides tested positive as being capable of affecting glucose and/or FFA uptake 
35 by skeletal muscle in this assay: PR0182, PR0366, PR0198, PR0172 and PR0719. 
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EXAMPLE 16 : Chondrocyte Re~differentiation Assay (Assay 110) 

This assay shows that certain polypeptides of the invention act to induce redifferentiation of 
chondrocytes, therefore, are expected to be useful for the treatment of various bone and/or cartilage disorders 
such as, for example, sports injuries and arthritis. The assay is performed as follows. Porcine chondrocytes 
are isolated by overnight collagenase digestion of articulary cartilage of metacarpophalangeal joints of 4-6 month 
5 old female pigs. The isolated cells are then seeded at 25,000 cells/cm^ in Ham F-12 containing 10% FBS and 
4 fig/ml gentamycin. The culture media is changed every third day and the cells are then seeded in 96 well 
plates at 5,000 cells/well in lOO/il of the same media without serum and 100 /il of the test PRO polypeptide, 5 
nM staurosporin (positive control) or medium alone (negative control) is added to give a final volume of 200 
/il/well. After 5 days of incubation at 37°C, a picture of each well is taken and the differentiation state of the 
10 chondrocytes is determined. A positive result in the assay occurs when the redifferentiation of the chondrocytes 
is determined to be more similar to the positive control than the negative control. 

The following polypeptide tested positive in this assay: PR0182, PR0366, PR0198 and PR01868. 

EXAMPLE 17 : Chondrocyte Proliferation Assay (Assay 111) 

15 This assay is designed to determine whether PRO polypeptides of the present invention show the ability 

to induce the proliferation and/or redifferentiation of chondrocytes in culture. PRO polypeptides testing positive 
in this assay would be expected to be useful for the therapeutic treatment of various bone and/or cartilage 
disorders such as, for example, sports injuries and arthritis. 

Porcine chondroc3^es are isolated by overnight collagenase digestion of articular cartilage of the 

20 metacarpophalangeal joint of 4-6 month old female pigs. The isolated cells are then seeded at 25,000 cells/cm^ 
in Ham F-12 containing 10% FBS and 4 fig/nA gentamycin. The culture media is changed every third day and 
the cells are reseeded to 25,000 cells/cm^ every five days. On day 12, the cells are seeded in 96 well plates at 
5,000 cells/well in lOO/xl of the same media without serum and 100 ^il of either serum-free medium (negative 
control), staurosporin (final concentration of 5 nM; positive control) or the test PRO polypeptide are added to 

25 give a final volume of 200 ^I/well. After 5 days at 37°C, 20 fi\ of Alamar blue is added to each well and the 
plates are incubated for an additional 3 hours at 37**C. The fluorescence is then measured in each well (Ex:530 
nm; Em: 590 nm). The fluorescence of a plate containing 200 fil of the serum-free meditmi is measured to 
obtain the background. A positive result in the assay is obtained when the fluorescence of the PRO polypeptide 
treated sample is more like that of the positive control than the negative control. 

30 The following PRO polypeptides tested positive in this assay: PRO202, PR0224, PR0172 and 

PR01312. 

EXAMPLE 18 : Detection of PRO Polypeptides That Affect Glucose or FFA Uptake bv Primary Rat Adipocytes 
(Assay 94) 

35 This assay is designed to determine whether PRO polypeptides show the ability to affect glucose or FFA 

uptake by adipocyte cells. PRO polypeptides testing positive in this assay would be expected to be useftil for 
the therapeutic treatment of disorders where either the stimulation or inhibition of glucose uptake by adipocytes 
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would be beneficial including, for example, obesity, diabetes or hyper- or hypo-insulinemia. 

In a 96 well format, PRO polypeptides to be assayed are added to primary rat adipocytes, and allowed 
to incubate overnight. Samples are taken at 4 and 16 hours and assayed for glycerol, glucose and FFA uptake. 
After the 16 hour incubation, insulin is added to the media and allowed to incubate for 4 hours. At this time, a 
sample is taken and glycerol, glucose and FFA uptake is measured. Media containing insulin without the PRO 
5 polypeptide is used as a positive reference control. As the PRO polypeptide being tested may either stimulate 
or inhibit glucose and FFA uptake, results are scored as positive in the assay if greater than 1.5 times or less 
than O.S times the insulin control. 

The following PRO polypeptides tested positive as being capable of affecting glucose and/or FFA uptake 
in this assay: PRO202, PR021 1, PR0344 and PRO 1338. 

10 

EXAMPLE 19 : Gene Expression in Bovine Pericytes (Assay 105) 

This assay is designed to identify PRO polypeptides which activate gene expression in pericytes. Such 
polypeptides would be expected to be useful as growth factors and/or for situations where the activation of gene 
expression is desired or beneficial. Bovine pericytes are plated on 60mm culture dishes in growth media fori 

15 week. On day 1, various PRO polypeptides are diluted (1 %) and incubated with the pericytes for 1, 4 and 24 
hr. timepoints- The cells are harvested and the RNA isolated using TRI-Reagent following the included 
instructions. The RNA is then quantified by reading the 260/280 OD using a spectrophotometer. The gene 
expression analysis is done by TaqMan reactions using Perkin Elmer reagents and specially designed bovine 
probes and primers. Expression of the following genes is analyzed: GAPDH, beta-integrin, connective tissue 

20 growth factor (CTGF), ICAM-1, monocyte chemoattractant protein-l (MCP-l), osteopontin, transforming 
growth factor-beta (TGF-beta), TGF-beta receptor, tissue inhibitor of metalloproteinase (TIMP), tissue factor 
(TF), VEGF-a, thrombospondin, VEGF-P, angiopoeitin-2, and collagenase. Replicates are then averaged and 
the SD determined. The gene expression levels are then normalized to GAPDH. These are then normalized to 
the expression levels obtained with a protein (PIN32) which does not significantly Induce gene expression in 

25 bovine pericytes when conq>ared to untreated controls. Any PRO polypeptide that gives a gene expression level 
2-fold or higher over the PIN32 control is considered a positive hit. 

The following PRO polypeptides tested positive in this assay: PR0366. 

EXAMPLE 20 : Identification of PRO Polypeptides That Activate Pericytes (Assay 125) 
30 This assay shows that certain polypeptides of the invention act to activate proliferation of pericyte cells 

and, therefore, are useful not only as diagnostic markers for particular types of pericyte-associated tumors but 
also for giving rise to antagonists which would be expected to be useful for the therapeutic treatment of peric3^e- 
associated tumors. Such PRO polypeptides also would be expected to be useful as growth factors and/or for 
situations where the induction of cell proliferation is desired or beneficial. Activation of pericyte proliferation 
35 also correlates with the induction of angiogenesis and. as such, PRO polypeptides capable of inducing pericyte 
proliferation would be expected to be useful for the treatment of conditions where induced angiogenesis would 
be beneficial including, for example, wound healing, and the like. Specifically, on day 1 , pericytes are received 
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from VEC Technologies, and all but 5 ml media is removed from the flask. On day 2, the pericytes are 
trypsinized. washed, spun and plated on 96 well plates. On day 7, the media is removed and the pericytes are 
treated with 100 ftl of either the specific PRO polypeptide or control treatments (positive control = 
DME+5% +/- PDGF @ 500ng//il; negative control =PIN32, a polypeptide determined to have no significant 
effect on pericyte proliferation). C-fos and GAPDH gene expression levels are then determined and the 
5 replicates are averaged and the SD is determined. The c-fos values are normalized to GAPDH and the results 
are expressed as fold increase over PIN32. Anything providing at least a 2-fold or higher response as compared 
to the negative control is considered positive for the assay. 

The following polypeptides tested positive in this assay: PR0366. 

10 EXAMPLE 21 : Ability of PRO Polvpeptides to Stimulate the Release of P roteoglvcans from Cartilage (Assay 
971 

The ability of various PRO polypeptides to stimulate the release of proteoglycans from cartilage tissue 
was tested as follows. 

The metacarphophalangeal joint of 4-6 month old pigs was aseptically dissected, and articular cartilage 

15 was removed by free hand slicing being careful to avoid the underlying bone. The cartilage was minced and 
cultured in bulk for 24 hours in a humidified atmosphere of 95% air, 5% CO2 in serum free (SF) media 
(DME/F12 1:1) widi 0. 1 % BSA and lOOU/ml penicillin and lOO/xg/ml streptomycin. After washing three times, 
approximately 100 mg of articular cartilage was aliquoted into micronics mbes and incubated for an additional 
24 hours in the above SF media. PRO polypeptides were then added at 1 % either alone or in combination with 

20 18 ng/ml interleukin-l a. a known stimulator of proteoglycan release from cartilage tissue. The supernatant was 
then harvested and assayed for the amount of proteoglycans using the 1,9-dimethyl-methylene blue (DMB) 
colorimetric assay (Famdale and Buttle, Biochem. Biophvs. Acta 883: 173-177 (1985)), A positive result in this 
assay indicates that the test polypeptide will find use, for example, in the treatment of sports-related joint 
problems, articular cartilage defects, osteoarthritis or rheumatoid arthritis. 

25 When various PRO polypeptides were tested in the above assay, the polypeptides demonstrated a marked 

ability to stimulate release of proteoglycans from cartilage tissue both basally and after stimulation with 
interleukin-la and at 24 and 72 hours after treatment, thereby indicating that these PRO polypeptides are useful 
for stimulating proteoglycan release from cartilage tissue. As such, these PRO polypeptides are useful for the 
treatment of sports-related joint problems, articular cartilage defects, osteoarthritis or rheumatoid arthritis. The 

30 polypeptides testing positive in this assay are : PR0216. 

EXAMPLE 22 : Proliferation of Rat Utricular Supporting Cells (Assay 54) 

This assay shows that certain polypeptides of the invention act as potent mitogens for inner ear 
supporting cells which are auditory hair cell progenitors and, therefore, are useful for inducing the regeneration 
35 of auditory hair cells and treating hearing loss in mammals. The assay is performed as follows. Rat UEC-4 
utricular epithelial cells are aliquoted into 96 well plates with a density of 3000 cells/well in 200 fil of serum- 
containing medium at 33*'C. The cells are cultured overnight and are then switched to serum-fi-ee medium at 
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3TC. Various dilutions of PRO polypeptides (or nothing for a control) are then added to the cultures and the 
cells are incubated for 24 hours. After the 24 hour incubation, ^H-thymidine (1 /iCi/well) is added and the cells 
are then cultured for an additional 24 hours. The cultures are then washed to remove unincorporated radiolabel, 
the cells harvested and Cpm per well determined. Cpm of at least 30% or greater in the PRO polypeptide treated 
cultures as compared to the control cultures is considered a positive in the assay. 
5 The following polypeptides tested positive in this assay: PR0172. 

EXAMPLE 23 : Stimulatorv Activitv in Mixed Lvmohocvte Reaction (MLR) Assav (Assay 24) 

This example shows that certain polypeptides of the invention are active as a stimulator of the 
proliferation of stimulated T-lymphocytes. Compounds which stimulate proliferation of lymphocytes are useful 
10 therapeutically where enhancement of an immune response is beneficial. A therapeutic agent may take the form 
of antagonists of the polypeptide of the invention, for example, murine-human chimeric, humanized or human 
antibodies against the polypeptide. 

The basic protocol for this assay is described in Current Protocols in Immunology, unit 3.12; edited 
by J E Coligan, A M Kruisbeek, D H Marglies, E M Shevach, W Strober, National Instimtes of Health, 
15 Published by John Wiley & Sons, Inc. 

More specifically, in one assay variant, peripheral blood mononuclear cells (PBMC) are isolated from 
mammalian individuals, for example a human volunteer, by leukopheresis (one donor will supply stimulator 
PBMCs, the other donor will supply responder PBMCs). If desired, the cells are frozen in fetal bovine serum 
and DMSO after isolation. Frozen cells may be thawed overnight in assay media (37**C, 5% CO2) and then 
20 washed and resuspended to 3x10* cells/ml of assay media (RPMI; 10% fetal bovine serum, 1% 
penicillin/streptomycin, 1% glutamine, 1% HEPES, 1% non-essential amino acids, 1% pyruvate). Hie 
stimulator PBMCs are prepared by irradiating the cells (about 3000 Rads). 
The assay is prepared by plating in triplicate wells a mixmre of: 
100:1 of test sample diluted to I % or to 0. 1 % , 
25 50 :1 of irradiated stimulator cells, and 

SO :1 of responder PBMC cells. 
100 microliters of cell culture media or 100 microliter of CD4-IgG is used as the control. The wells are then 
incubated at 37°C, 5% CO2 for 4 days. On day 5, each well is pulsed with tritiated thymidine (1.0 mC/well; 
Amersham). After 6 hours the cells are washed 3 times and then the uptake of the label is evaluated. 
30 In another variant of this assay, PBMCs are isolated from the spleens of Balb/c mice and C57B6 mice. 

The cells are teased from freshly harvested spleens in assay media (RPMI; 10% fetal bovine serum, 1% 
penicillin/streptomycin, 1% glutamine, 1% HEPES, 1% non-essential amino acids, 1% pyruvate) and the 
PBMCs are isolated by overlaying these cells over Lympholyte M (Organon Teknika), centrifiiging at 2000 
rpm for 20 minutes, collecting and washing the mononuclear cell layer in assay media and resuspending the cells 
35 to IxlO^ cells/ml of assay media. The assay is then conducted as described above. 

Positive increases over control are considered positive with increases of greater than or equal to 180% 
being preferred. However, any value greater than control indicates a stimulatory effect for die test protein. 
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EXAMPLE 24 : Pericyte c-Fos Induction (Assay 93) 

This assay shows that certain polypeptides of the invention act to induce the expression of c-fos in 
pericyte cells and, therefore, are useful not only as diagnostic markers for particular types of pericyte-associated 
5 tumors but also for giving rise to antagonists which would be expected to be useful for the therapeutic treatment 
of pericyte-associated tumors. Induction of c-fos expression in pericytes is also indicative of the induction of 
angiogenesis and, as such, PRO polypeptides capable of inducing the expression of c-fos would be expected to 
be useful for the treatment of conditions where induced angiogenesis would be beneficial including, for example, 
wound healing, and die like. Specifically, on day 1, pericytes are received from VEC Technologies and all but 

10 5 ml of media is removed from flask. On day 2, the pericytes are trypsinized, washed, spun and then plated onto 
96 well plates. On day 7, the media is removed and the pericytes are treated with 100 fii of PRO polypeptide 
test samples and controls (positive control = DME+5% serum -h/- PDGF at 500 ng/ml; negative control = 
protein 32). Replicates are averaged and SD/CV are determined. Fold increase over Protein 32 (buffer conuol) 
value indicated by chemiluminescence units (RLU) luminometer reading verses frequency is plotted on a 

15 histogram. Two-fold above Protein 32 value is considered positive for the assay. ASY Matrix: Growth media 
= low glucose DMEM = 20% FBS + IX pen strep + IX fungizone. Assay Media = low glucose DMEM 
-f 5% FBS. 

The following polypeptides tested positive in this assay: PRO301 , PR0619, PRO1066 and PR01265, 

20 EXAMPLE 25 : Cytokine Release Assay (Assay 120) 

This assay is designed to determine whether PRO polypeptides of the present invention are capable of 
inducing the release of cytokines from peripheral blood mononuclear cells (PBMCs). PRO polypeptides capable 
of inducing the release of cytokines from PBMCs are useful from the treatment of conditions which would 
benefit from enhanced cytokine release and will be readily evident to those of ordinary skill in the art. 

25 Specifically, 1x10^ cells/ml of peripheral blood mononuclear cells (PBMC) are cultured with 1% of a PRO 
polypeptide for 3 days in complete RPMI media. The supernatant is then harvested and tested for increased 
concentrations of various cytokines by ELISA as compared to a human IgG treated control. A positive in the 
assay is a 10-fold or greater increase in cytokine concentration in the PRO polypeptide treated sample as 
compared to the human IgG treated control. 

30 The following polypeptides tested positive in this assay: PR0526 and PR01343. 

EXAMPLE 26 : Inhibition of A-Peotide Binding to Factor VllA (Assay 118) 

This assay is designed to identify PRO polypeptides which are capable of inhibiting the binding of 
A-peptide to factor VII A, thereby affecting the blood coagulation cascade. PRO polypeptides testing positive 
35 in this assay are expected to be useful for the treatment of conditions where alteration of the blood coagulation 
cascade would be beneficial including, for example, stroke, heart attack and various coagulation disorders. 
These PRO polypeptides are also useful for the identification of agonist and antagonist molecules which would 
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also be useful~for treatment of those conditions. 

Specifically, 384 well plates are coated with soluble factor VIIA and are incubated overnight at 4**C. 
The wells are then decanted and are blocked by the addition of 0.5 % BSA for 1 hour. The wells are then washed 
and 20/il of biotinylated A-peptide and either various concentration of the PRO polypeptide (test) or nothing 
(negative control) are added to each well. The plates are then incubated for 1 hour at room temperature. The 
5 wells are again washed and then 40/xl of streptavidin-europium is added to each well. The plates are then 
incubated for 30 minutes at room temperature and then washed. 40ftl of a fluorescence enhancement solution 
is tiien added to each well, the plates incubated for 5 minutes at room temperature and each well is then read on 
Wallac Victor reader under europium delayed fluorescence settings. Percent inhibition of binding of the A- 
peptide to the factor VIIA is then determined (as compared to the negative control), wherein a positive in the 
10 assay is a percent inhibition of 30% or greater. 

The following PRO polypeptides tested positive in this assay: PRO 182. 

EXAMPLE 27 : Inhibition of Adipocyte Differentiation Assay (Assay 66) 

This assay is designed to identify PRO polypeptides which are capable of inhibiting insulin-induced 

15 differentiation of adipocytes. PRO polypeptides testing positive in this assay would be expected to be useful for 
the treatment of conditions associated with obesity, diabetes, etc. 

Specifically, 3T3-L1 cells are seeded into the wells of 96 well plates at 6x10* cells/well and allowed 
to grow to confluency for 7 days. At day 7, the cells are treated with various concentrations of the PRO 
polypeptide (or nothing for the negative control) in the presence of Iftg/ml insulin, 0.25x10'^ M dexamethasone 

20 and 0.5mM IBMX. The samples are then incubated at 37**C in 7% COj for 2 days. After the incubation, the 
media is removed by aspiration and the cells are washed with PBS and re-exposed to the PRO polypeptide (or 
nothing for the negative control) and 1/Ag/ml insulin. After 5 days, the media is removed and replaced with fresh 
PRO polypeptide (or nothing for the negative control) and insulin. After 5 days, the cells are lysed and the cell 
lysate is assayed using Sigma's Triglyceride [INT] kit (Sigma procedure #336). A positive in the assay is 20% 

25 greater inhibition of adipocyte differentiation in the PRO polypeptide treated samples as compared to the negative 
control. 

The following PRO polypeptides tested positive in this assay: PR0185 and PR0198. 

EXAMPLE 28 : HUVEC Stimulation bv PRO Polypeptides (Assay 131) 

30 This assay is designed to identify PRO polypeptides which are capable of stimulating the proliferation 

of HUVEC cells. PRO polypeptides testing positive in this assay would be expected to be useful for inducing 
angiogenesis for the treatmnent of conditions where angiogenesis would be beneficial including, for example, 
wound healing, and the like. Antagonists of these PRO polypeptides would be expected to be useftil for 
inhibiting angiogenesis for the treatment of, for example, tumors, and the like. 

35 Specifically, COSTAR* flat bottom black plates are treated with fibronectin for 20 mmutes and then 

washed twice with PBS. HUVEC cells are then plated at 2000 cells/well in an appropriate growth medium. The 
plates are then incubated overnight and then the PRO polypeptide (1 % fmal concentration), nothing (negative 
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control) or ILip (3.3 ng/ml final concentration; positive control) is added. The plates are again incubated 
overnight, stained with ICAM1-Cy5 and read on FMAT. A positive in the assay is a 2-fold or greater increase 
in fluorescence as compared to the positive control. 

The following PRO polypeptides tested positive in this assay: PR0222. 

5 EXAMPLE 29 : Promotion of Chondrocvte Redifferentiation {Assav 129) 

This assay is designed to determine whether PRO polypeptides of the present invention show the ability 
to induce the proliferation and/or redifferentiation of chondrocytes in culture. PRO polypeptides testing positive 
in this assay would be expected to be useful for the therapeutic treatment of various bone and/or cartilage 
disorders such as, for example, spons injuries and arthritis. 

10 Porcine chondrocytes are isolated by overnight coUagenase digestion of articular cartilage of die 

metacarpophalangeal joint of 4-6 month old female pigs. The isolated cells are then seeded at 25,000 cells/cm^ 
in Ham F-12 containing 10% FBS and 4 ptg/ml gentamycin. The culture media is changed every third day. On 
day 12, the cells are seeded in 96 well plates at 5,000 cells/well in lOO^l of the same media without serum and 
100 ^1 of either serum-free medium (negative control), staurosporin (final concentration of 5 nM; positive 

15 control) or the test PRO polypeptide are added to give a final volume of 200 /il/well. After 5 days at 37**C, 22 
fx\ of media comtaining lOO^g/ml Hoechst 33342 and 50 ^tg/ml 5-CFDA is added to each well and incubated 
for an additional 10 minutes at 3TC. A picture of the green fluorescence is taken for each well and the 
differentiation state of the chondrocytes is calculated by morphometric analysis. A positive result in the assay 
is obtained when the > 50% of the PRO polypeptide treated cells are differentiated (compared to the background 

20 obtained by the negative control). 

The following PRO polypeptides tested positive in this assay: PRO301. 

EXAMPLE 30 : Microarrav Analvsis to Detect Overexpression of PRO Polypeptides in Cancerous Tumors 

Nucleic acid microarrays, often containing thousands of gene sequences, are useful for identifying 

25 differentially expressed genes in diseased tissues as con^>ared to their normal counterparts. Using nucleic acid 
microarrays, test and control mRNA samples from test and control tissue samples are reverse transcribed and 
labeled to generate cDNA probes. The cDNA probes are then hybridized to an array of nucleic acids 
unmobilized on a solid support. The array is configured such that the sequence and position of each member of 
the array is known. For example, a selection of genes known to be expressed in certain disease states may be 

30 arrayed on a solid support. Hybridization of a labeled probe with a particular array member indicates that the 
sample from which the probe was derived expresses that gene. If the hybridization signal of a probe from a test 
(disease tissue) sample is greater than hybridization signal of a probe from a control (normal tissue) sample, the 
gene or genes overexpressed in the disease tissue are identified. The implication of this result is that an 
overexpressed protein in a diseased tissue is useful not only as a diagnostic marker for the presence of the disease 

35 condition, but also as a therapeutic target for treatment of the disease condition. 

The methodology of hybridization of nucleic acids and microarray technology is well known in the art. 
In the present example, the specific preparation of nucleic acids for hybridization and probes, slides, and 
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hybridization conditions are all detailed in U.S. Provisional Patent Application Serial No. 60/193,767, filed on 
March 31 , 2000 and which is herein incorporated by reference. 

In the present example, cancerous tumors derived from various human tissues were studied for PRO 
polypeptide-encoding gene expression relative to non-cancerous human tissue in an attempt to identify those PRO 
polypeptides which are overexpressed in cancerous mmors. Two sets of experimental data were generated. In 
5 one set, cancerous human colon tumor tissue and matched non-cancerous human colon tumor tissue from the 
same patient ("matched colon control") were obtained and analyzed for PRO polypeptide expression using the 
above described microarray technology. In the second set of data, cancerous human tumor tissue from any of 
a variety of different human tumors was obtained and compared to a "universal" epithelial control sample which 
was prepared by pooling non-cancerous human tissues of epithelial origin, including liver, kidney, and lung. 

10 mRNA isolated from the pooled tissues represents a mixture of expressed gene products from these different 
tissues. Microarray hybridization experiments using the pooled control samples generated a linear plot in a 2- 
color analysis. The slope of the line generated in a 2-color analysis was then used to normalize the ratios of 
(testxontrol detection) within each experiment. The normalized ratios from various experiments were then 
compared and used to identify clustering of gene expression. Thus, the pooled "universal controP sample not 

15 only allowed effective relative gene expression determinations in a simple 2-sample comparison, it also allowed 
multi-sample comparisons across several experiments. 

In the present experiments, nucleic acid probes derived from the herein described PRO polypeptide- 
encoding nucleic acid sequences were used in the creation of the microarray and RNA from the tumor tissues 
listed above were used for the hybridization thereto. A value based upon the normalized ratio:experimental ratio 

20 was designated as a "cutoff ratio". Only values that were above this cutoff ratio were determined to be 
significant. Table 8 below shows the results of these experiments, demonstrating that various PRO polypeptides 
of the preent invention are significantly overexpressed in various human tumor tissues as compared to a non- 
cancerous human tissue control. As described above, these data demonstrate that the PRO polypeptides of the 
present invention are useful not only as diagnostic markers for the presence of one or more cancerous tumors, 

25 but also serve as therapeutic targets for the treatment of those tumors. 
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umversai normal coniroi 




PR03446 


lung tumor 


umversai normal coniroi 




PR04322 


lung tumor 


universal normal coniroi 




PR04322 


rectal tumor 


universal norniai cuiiirui 


40 


PR04322 


colon tumor 


maicneu normal coion coiiirui 




PR04381 


breast tumor 


universal normal coniroi 




PR04381 


lung tumor 


umversai nuiniai conirui 




PR043ol 


colon tumor 


imivAfCol n/Mtnal f*r%ntTt\\ 
lUUVClScIl llXjllHai \Ajll\k\il 




PR04348 


lung tumor 






DDO/f^ylQ 
PK04340 


prostate tumor 


imivArcsil nnrmal control 




PRU437 1 


breast tumor 


imt\/Ai*ci>Y n^rmsil /v^nfmt 
UlUVClacll iiuiiiiai vuiiiiui 






colon tumor 


iinivArcal nr*rrna1 Pi^ntml 

UlilVdoal llUllIlal \,AJll\L\Jl 




PKUJ /4z 


lung tumor 


iinix/ArcAl normal cnntml 




PR05773 


Iun& tumor 


universal normal control 


50 


PR05773 


colon tumor 


universal normal control 




PR05773 


prostate tumor 


universal normal control 




PR05774 


colon tumor 


universal normal control 




PR04343 


colon tumor 


universal normal control 




PR04325 


lung tumor 


universal normal control 


55 


PR04347 


lung tumor 


universal normal control 
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Table 8 (cont') 





Molecule 


is overexpressed in: 


as compared to: 




PR04347 


colon tumor 


universal normal control 




PR04347 


rectal tumor 


universal normal control 




PR03743 


colon tumor 


universal normal control 


5 


PR03743 


lung tumor 


universal normal control 




PR03743 


prostate tumor 


universal normal control 




PR04426 


colon tumor 


universal normal control 




PRO4500 


colon tumor 


universal normal control 




PR04389 


breast tumor 


universal normal control 


10 


PR04389 


lung tumor 


universal normal control 




PR04337 


colon tumor 


universal normal control 




PR04337 


breast tumor 


universal normal control 




PR04337 


lung tumor 


universal normal control 




PR04992 


lung tumor 


universal normal control 


15 


PR05996 


lung tumor 


universal normal control 




PR04345 


lung tumor 


universal normal control 




PR04345 


colon tumor 


universal normal control 




PRO5780 


lung tumor 


universal normal control 




PRO5780 


breast tumor 


universal normal control 


20 


PR05992 


lung tumor 


universal normal control 




PR05992 


colon tumor 


universal normal control 




PR05992 


breast tumor 


universal normal control 




PR04428 


prostate tumor 


universal normal control 




PR04994 


lung tumor 


universal normal control 


25 


PR05995 


lung tumor 


universal normal control 




PR05995 


colon tumor 


universal normal control 




PRO6094 


lung tumor 


universal normal control 




PRO6094 


colon tumor 


universal normal control 




PR04317 


limg tumor 


universal normal control 


30 


PR04317 


colon tumor 


universal normal control 




PR04317 


liver tumor 


universal normal control 




PR04317 


colon tumor 


matched normal colon control 




PR05997 


colon tumor 


universal normal control 




PR05997 


lung tumor 


universal normal control 


35 


PRO5005 


lung tumor 


imiversal normal control 




PRO5005 


colon tumor 


universal normal control 




PRO5004 


colon tumor 


universal normal control 




PRO6001 


breast tumor 


universal normal control 




PRO6013 


colon tumor 


universal normal control 


40 


PRO4502 


lung tumor 


universal normal control 




PRO4502 


colon tumor 


universal normal control 




PRO6007 


breast tumor 


universal normal control 




PRO6028 


breast tumor 


universal normal control 




PRO6028 


colon tumor 


universal normal control 


45 


PR04327 


prostate tumor 


imiversal normal control 




PR04315 


colon tumor 


universal normal control 




PR05993 


lung tumor 


imiversal normal control 




PR05993 


colon tumor 


universal normal control 




PRO4503 


colon mmor 


universal normal control 


50 


PR04976 


lung tumor 


universal normal control 




PR05798 


lung tumor 


universal normal control 




PR05798 


colon tumor 


universal normal control 




PR06242 


colon tumor 


universal normal control 




PR06242 


colon mmor 


matched normal colon control 


55 


PR06242 


breast tumor 


universal normal control 
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Table 8 (cont^) 





Molecule 


IS overexpressed in: 


as compared to: 




PR06242 


liver tumor 


universal normal control 




PR06242 


rectal tumor 


universal normal control 




PRO6095 


breast tumor 


universal normal control 


5 


PRO6095 


lung tumor 


universal normal control 




PRO6093 


colon tumor 


universal normal control 




PRO6093 


breast tumor 


universal normal control 




PRO6093 


lung tumor 


universal normal control 




PRO6093 


colon tumor 


matched normal colon control 


10 


PRO6012 


colon tumor 


universal normal control 




PRO6027 


lung tumor 


universal normal control 




PRO6027 


colon tumor 


universal normal control 




PRO6027 


rectal tumor 


universal normal control 




PR06181 


prostate tumor 


universal normal control 


15 


PR06181 


lung tumor 


universal normal control 




PR06181 


colon tumor 


universal normal control 




PRO6097 


colon tumor 


universal normal control 




PRO6097 


lung tumor 


imiversal normal control 




PRO6090 


lung tumor 


universal normal control 


20 


PR07171 


lung tumor 


universal normal control 




PR07171 


colon tumor 


universal normal control 




PR07171 


breast tumor 


universal normal control 




PR06258 


prostate tumor 


universal normal control 




PR06258 


breast tumor 


imiversal normal control 


25 


PR06258 


cervical tumor 


universal normal control 




PR06258 


liver tumor 


universal normal control 




PR06258 


colon tumor 


universal normal control 




PRO9820 


prostate tumor 


universal normal control 




PR06243 


lung tumor 


universal normal control 


30 


PR06182 


lung tumor 


universal normal control 




PRO6079 


lung tumor 


universal normal control 




PRO6079 


colon tumor 


universal normal control 




PRO6079 


breast tumor 


universal normal control 




PRO6079 


prostate tumor 


universal normal control 


35 


PR07434 


lung mmor 


universal normal control 




PR09865 


colon tumor 


universal normal control 




PR09828 


colon tumor 


universal normal control 




PR0196 


colon tumor 


universal normal control 




PRO 196 


lung tumor 


universal normal control 


40 


PR0196 


breast tumor 


universal normal control 




PR0197 


colon tumor 


universal normal control 




PRO 197 


lung tumor 


universal normal control 




PR0197 


breast tumor 


universal normal control 




PR0195 


colon tumor 


universal normal control 


45 


PRO 195 


lung tumor 


universal normal control 




PRO 1 95 


breast tumor 


universal normal control 




PRO 187 


lung tumor 


universal normal control 




PRO 187 


liver tumor 


universal normal control 




PRO 1 82 


colon tumor 


universal normal control 


50 


PRO 182 


lung tumor 


universal normal control 




PR0182 


breast tumor 


universal normal control 




PR0188 


rectal mmor 


universal normal control 




PR0183 


colon tumor 


universal normal control 




PR0183 


lung tumor 


universal normal control 


55 


PR0183 


breast tumor 


universal normal control 
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Table 8 (cont'^ 







overexDressed in* 


as compared toi 




rM\\j I o-> 


rftTta! tiimor 


universal normal control 






liino Pimor 


universal normal control 






Hr<*;i<:t tiimnr 


univer<ial normal control 


5 


PR018S 


liinp tiimor 


universal normal control 






fnlon tiimnr 


universal normal control 




PR 0900 


Inner tiimrtr 


iiniver<snl normal control 




PR n^oo 


UrCool LUllIUI 


iinivprQal normal control 




PR 0900 




iiniv^^r^al normal control 


10 


PR 0909 


cuitiii luiilur 


iiniv^r<val normal control 




PR 0909 


limn twnnA** 

lung lunior 


imi\/^i*c9l tiAmnsil f^rtntrol 
Uiiivcioai iiui iiJai c^iiiii/i 




PR 0909 


Dic^dbi luniur 






DR0909 


reciai iUmor 


iini\7#^i*csil nr%f*mjil ^*rint"i*nl 




DD0909 


liver lumor 


imi\/^f*c9l nnfmsil o/\nt'm1 
UlUVdSXtl iivi&liicti V'VllUVyi 




PR091/1 


CO ion lUiiiur 


imi\/^rca1 tinmnal control 




DD/^9 1 A 


lung lunior 


iinix/^rcsil nr*i*mQl f*nnfml 
UillVwLoCti U\JLHl<Xi L'UllllvPi 






coion lUTnor 








lung lUnior 


univcrsxu nuiiiiai d/iiirtJi 






bresst tumor 


universal nonnai coniroi 


on 




colon tumor 


umveracU nuniuiJ cunirvjx 






lung tumor 


umvcroai numiai cuiiirui 




PRUZiy 


breast tumor 


umversai normal conuoi 




PR0219 


liver tumor 


universal normal control 




rKOl 1 1 


lung tumor 


umversai nornidj coniroi 


ZD 


no/^o 1 1 

FK0211 


breast tumor 


umversai normal control 






colon tumor 


umversai noixiiui conuui 




no ^1 on 


lung tumor 


umversai nonnai coniroi 




pD/^oon 


breast tumor 


UiliVClSxU ilvyilllol wV/liliOi 




FKUiOO 


colon tumor 


umversai normal coniroi 




DP^^« 

PKv-IjOO 


lung tumor 


umvcrscu noiiiiai iA/niroi 




FKiJJDO 


breast tumor 


universal normal coniroi 




FKU2 1 0 


lung tumor 


UlUVCIdctl IlOXiilal COlIUOl 




PKiJ22 1 


colon tumor 


umversai normal coiiiioi 






lung tumor 


universal iiooiiai uoiiiroi 




PP0991 


oreasi lumor 


iinivArcal rmrmal /control 
Uiu Vdooi liv^iiuai ^uiiiiv/i 




rK<J22o 


lung tumor 


UlUVCi 2>al 1101 lllal COllliOl 




PP/^OOC 

FKvyZZo 


breast tumor 


UlllVdool ilOllilai cvFiiiiui 






lung lumor 


iiTii\/Af*cal nr%rmal c_ontm1 




PP 09 1 9 


oreasi lumor 


iintv^»rcal nnrmal nnntrrtl 
iuuvdoai iiui iiiai ^^itiivri 


AO 
*r\J 


PR0999 


coion luniur 


iiniv<*r<ial nnrmal control 




PP0999 


lung mmor 


imiv^rcal nrtrmal control 




PP0999 


Dreasi mmor 


iiniv^rcal normal oontrol 




PR099J. 


cvilun iUiiiur 


imivpr^al normal control 




PR 0994 


lung mmor 


imi'\y#*'rcsil nnrmal control 




PR0994 


UiCool lUillUl 


universal normal control 




PP099d. 


prosiaie lumor 


universal normal control 

uxixvvXsai xiviiiiax wviilivk 




PR0994 




universal normal control 




PR 09*^0 


uuiijn lurnui 


universal normal control 




PRO910 


iUIlg lUlIltll 


universal normal control 


50 


PRO230 


breast mmor 


universal normal control 




PRO230 


prostate tumor 


universal normal control 




PRO 198 


colon tumor 


universal normal control 




PR0198 


lung tumor 


universal normal control 




PR0198 


breast tumor 


universal normal control 


55 


PR0198 


liver tumor 


universal nonnai control 
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Table 8 (cont') 





Molecule 


la UVcrcApiwaaCU 111. 


51 c pomnJiTPff tc\' 




f KUZZO 


lung luiTiur 


iiniv^rQat rinrmjil control 






^t*AOC^ l*llfY1/\f* 

uFCcisi iuniur 


iinivprcnl nnnnsil control 
Uliivdocii ii\7itiMii Willi vi 




rKOZO 1 


lung lumor 


iini\7rf»rcQl tirtmnjil PonlTol 






cojQu lumur 


imivprQal nrirmal control 






lung iumor 


iinii/^rc^l imrmjil control 






UlCdol lUIllUi 


iinivprQJi! normfil control 




rKUZZ / 


colon tumor 


UJllVdadl li\jlllldi ^uiiiivi 




rKL/ZZ / 


lung lUnior 


univcrodi lii^lilidi ^i/iiiidi 


in 


rK^JZ J / 


coion lumor 


univciSdi nuruidi wuixuui 




FKUzJ / 


lung tumor 


universal normal (Auiirvii 




FKUZ J / 


breast tumor 


universal noniidi conirui 




FKUzi / 


prostate tumor 


universal noiinai cuuirui 




FKUz4 1 


colon tumor 


umversai normal couiroi 


ID 


FKLIZ41 


lung tumor 


universal normal couuoi 




rKUz41 


breast tumor 


umversai noiiiidi cunirui 




PKOz3J 


colon, tumor 


universal ncrmai coniroi 




PROz3 1 


lung tumor 


universal normal control 




FROz3 1 


breast tumor 


umversai normal control 




PR023 1 


rectal tumor 


universal normal control 




PR0235 


colon tumor 


imiversal normal control 




V%T% ^^^^ ^ 

PR0235 


lung tumor 


universal normal control 




PR0235 


breast tumor 


universal normal control 




PR0235 


liver tumor 


universal normal control 


oc 

25 


V^'Pk ^v^% 

PR0323 


Itmg tumor 


universal normal control 




T^T^ ^^^^^ 

PR0323 


breast tumor 


universal normal control 




PR0323 


rectal tumor 


universal normal control 




PR0245 


colon tumor 


universal normal control 




PR0245 


lung tumor 


universal normal control 


dKj 


PR0245 


breast tumor 


umversai normal control 




PR0245 


cervical tumor 


universal normal control 




PR0245 


liver tumor 


universal normal control 




PR0246 


colon tumor 


universal normal control 




PR0246 


lung tumor 


■ umversai normal control 


1^ 

5d 


PR0240 


breast tumor 


universal normal control 




FKUZoo 


lung tumor 


universal noi uiai cuuirui 




nn oo 

PROzSo 


breast tumor 


umversai normal control 




nn tf'^o >i o 
FRLIz4o 


lung tumor 


universal noiiudi vAjnuvi 




nn >4 o 

PROz4o 


rectal tumor 


umversai normal coniroi 


AC\ 

4U 


PROz57 


colon tumor 


universal normal control 




nn /^o CT 
FRIJZ37 


lung tumor 


imiversai noniiai cuiiirui 




FRUZ57 


prostate tumor 


umversai nui iiidi cuuuui 




FKUI /Z 


colon tumor 


imti/AfCQl n/^nYiol /^nnti*^l 

universal nuinidi cvviiiiuj 




DD/^ 1 OO 

FKL/l /Z 


lung tumor 


umvcrsoi nomidi uuiiirui 


4D 


FKUI /Z 


breast tumor 


universal noiniai L^i/iiirui 




l>l>r\0<Q 

FKUzjo 


colon tumor 


UlUVCisdl llvrlllidl wLriillVi 




Dor^o^c 
FKClZDo 


lung lumor 


iiniv/^rcQl rtrtrmal fontmt 
UlUVClddl llV/lllldl \^CFlillV/i 




DOr^O^Q 

rKiJZjo 


breast tumor 


UlUVCradl lll/illldl C'LlllUV/i 






lung tumor 


imiv^rcsil nriTmsi] control 


50 


PR0265 


breast tumor 


universal normal control 




PR0265 


rectal tumor 


universal normal control 




PR0326 


colon tumor 


universal normal control 




PR0326 


lung tumor 


universal normal control 




PR0326 


breast tumor 


universal normal control 


55 


PR0326 


liver tumor 


universal normal control 
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Table 8 (cont^) 







is overexoressed in: 


as compared to: 




PR0266 


colon tumor 


universal normal control 




PR0266 


lung tumor 


universal normal control 




PR0266 


brea<;t tumor 


universal normal control 


5 


PR0269 


luMfir tumor 


universal normal control 




PR0269 


rectal tumor 

■ VrVfUXl l.UXXX\/X 


universal normal control 




PR0285 


colon tumor 


universal normal control 




PR0285 


lun? mmor 


universal normal control 




PR098S 


hrpa<jt riimor 


universal normal control 


10 


PRO'^28 


colon nimor 


universal normal control 






limo tiimor 

lUlIg iillllvl 


iiniver<5al normal control 






Hr^^ACt tiimf\r 


universal normal control 






Hrpacf tiimor 

l^iCaol. LUlIlxIl 


universal normal control 




PR 0979 


liino fiimfM* 

lUlIg iUlllUX 


universal normal control 




PR 0*^01 




universal normal control 

UXXIVl^lddX XlV/XXXXCtX WXrU^A VI 








universal normal control 




PR 0*^01 


uicaol ituiiui 


universal normal con^^rol 




PRO'^'^l 




universal normal control 

UXItV^AoCU XXwXlXAClX WV^ltLXV/J 








universal normal control 

UXXXV^XOCU 1I\/X1X1M1 ^VXXLXVrJ 






orcooi lUJTiur 


imivprQal normal r'.ontrol 




PR rx'X'XO 


coion mmor 


iini\/PT'c:il finrmsil r^ontrrtl 






lung luiTii/r 


universal normal control 






DrcoSi rumor 


imi\/^rco1 Tir^nmijl />/\n'ti*Oi 






coion rumor 


iiniv/^rcQl Ti/*\i*TYiJ>l /*onl"FoI 






lung rumor 


UlUVCloai llUllllal C'L/iiiiui 




PR OI^Q 


oreasr mmor 


iinivprcikl nrtrmnl onntrol 

UlUVClOCU tlUlilloI C'Vllll^^l 




PD r\x 1 n 


coion mmor 


iiniv«>t'C!i1 nofTYi5i1 t*i\T\tTf\\ 
UllIVClocU UOilllaJ VVllllVIl 




PR rxx 1 n 


lung lumor 


iinivp'rcal Tir>rm?i1 f*(\v\tTC\\ 

LUUVCiddl llV/XllKll ^•'Xllll.idl 




PRO'^in 




iinivprsal normal control 
uiuv^iaai 111711 J tcii v\7xiuv/x 


'^O 


pRO'^in 


rcwioi tumor 


universal normal pontrol 

UlllVwlOCU ll\/llllcll ^VillU VI 






coion iumor 


universal normal control 

UlU VddCU ilUllllAl WwULl Ul 




ri\.\Jj3 1 


lung lumor 


iinivprsal normal control 

UlllVCldCU IIV/IIXIOI WVX1U.V/X 






oreoSi mmor 


iinivprcsil "normal control 

UllIVwlOCU llVllllAI li«x71lll\Jl 






lung Lumor 


universal normal control 
uiuv&iacLi iiuixfxax wvmxui 






lUllg lUlUVl 


universal normal control 

Mill ▼ WX JOX XlVfXAJACtl WWAAft-K.X/A 






Oicaol luiuor 


universal normal control 

UlllVWlddl llV/llllCll W'VfilllXfJ 




PROS'? 




universal normal control 




PROS9^ 


lung lumor 


universal normal control 

ULlllVCldAl llV/llIICll t.'V^llU.VX 




PR OS 26 




univer5sal normal control 


40 


PRO'^Rl 


L/OlUll lUIllOi 


universal normal control 

UlUVWldAl XlvXliXAX V^VlXUVA 




PRO'^Rl 


limo tiinnrki* 

lUilg ilUlivl 


universal normal control 




PR0^81 




universal normal control 




PR0181 

X IXV^«70 J. 


nrnctsitp tiimor 


universal normal control 

UXXX ▼ w W «*.X^X liX&MA ^^Vr4»^A^«#« 




PR084fi 

X xxxy 0*T*J 




universal normal control 


45 


PR0846 


liinfy tumor 


universal normal control 




PR0363 

X XX X^ \JmJ 


colon mmor 

^VlVfll »uxxxvx 


universal normal control 




PR0363 


luno mmor 


universal normal control 




PR0365 


liino nimor 


universal normal control 




PR0365 


breast tumor 


universal normal control 


50 


PRO1310 


breast tumor 


universal normal control 




PR0731 


colon tumor 


universal normal control 




PR0731 


lung tumor 


universal normal control 




PR0731 


breast tumor 


universal normal control 




PR0322 


colon tumor 


universal normal control 


55 


PR0322 


lung tumor 


universal normal control 
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Table 8 (cont^) 







Is u vciCAjJi caadi 111* 


ci^xnTi^rt^iA to* 






UlCaol lUlllUl 


iinivftrQjil nArrriAl control 






iCl^utl lUlllUl 


iifiivf^rcnl norm;il control 






liver luiiKjr 


iiriivArcal normal f*orifrol 






lung njinor 


itTii\/f i*csal nc\mnck\ r^ontrol 






urcaSl lUiTiOr 








liver lumor 


imi\/i>FCol nf\TTnn\ /control 






colon tumor 


uiiivcroai nuniiai cuuiiui 






lung lunior 


universal llUiTIlal UUlillvJ 




KKw / 1 y 


Dreasi cunior 


universal normal uuuirvi 




rKL/Oiy 


colon tumor 


universal normal coniroi 




FKUo 1 y 


lung tumor 


umversaj normal coniroj 




PKUoiy 


breast tumor 


umversai normal coniroi 




oi>r\T7i 
rKLf / / 1 


coion cumor 


uni verbal nuiiiiai vuiiirui 


1 < 

ID 


TIT* /^T7 1 

FKU77 1 


lung tumor 


umversai normal control 




FKU / / 1 


breast tumor 


universal normal coniroi 




PRO 1083 


colon tumor 


umversai nornral control 




PROlUoi 


lung tumor 


umversai normal control 




PKUlUoJ 


breast tumor 


ft ft y%i v.rA^o o 1 •%^vft»ft'%% i^l ^#^ft%frrtf^l 

umversai normal control 


OA 


f-»T* 1 /~\0 O 

PRO 1083 


prostate tumor 


universal normal control 




PR08o2 


colon tumor 


universal normal control 




PR08o2 


lung tumor 


universal normal control 




F>T» ✓~VO 

PR08d2 


breast tumor 


universal normal control 




PR0733 


colon tumor 


universal normal control 


ZD 


PR0733 


lung tumor 


universal normal control 




T»T1 rf^TO O 

PR0733 


breast tumor 


universal normal control 




PR0733 


liver tumor 


universal normal control 




PRO 11 88 


lung tumor 


universal normal control 




PRO 11 88 


breast tumor 


universal normal control 


du 


PRO 11 88 


rectal tumor 


universal normal control 




PRO770 


lung tumor 


umversai normal control 




PRO770 


breast tumor 


universal normal control 




PRO 1080 


colon tumor 


universal normal control 




T»T> 1 noA 

PROlOoO 


lung tumor 


universal normal control 




nT> /~\ 1 r\OA 
PROiUoO 


breast tumor 


ift«%«m#^ft^^ a1 w%^%, wvv\ ^ 1 #*^%n^ft^^\l 

universal normal coniroi 




PRO10I7 


colon tumor 


umversai normal control 




PKU1U17 


lung tumor 


ftft ft^ft jr^ ^w'V\ 0 1 ^^\v^#ft*^\1 

umversai normal coniroi 




PRO 101 7 


breast tumor 


universal normal control 




PRUlUlO 


colon tumor 


umversai normal control 




PKOlUlO 


lung tumor 


universal normal control 




PKUiUlO 


breast tumor 


universal normal coniroi 




PKtJIUlO 


rectal tumor 


umversai normal comroi 




PKO /yz 


lung tumor 


umversai normal coniroi 




PKtjyjo 


colon rumor 


uiu verbal normal cuniroi 




PPnO'^Q 
rKV/yjO 


lung mmor 


imi verbal iioriuai woiiiioi 




D1>/^0'3Q 

PKv^yjo 


breast tumor 


umversoi noi iiiiii coniroi 




ppoini 0 


coion lumor 


iini\7*»i*C5il normal r'OTitTol 
uluvci oai iiLii liiai ^v/iiiiui 




PKUJUIZ 


lung tumor 


universal normal L>oiiiroi 




PRO1012 


rectal tumor 


universal normal control 


50 


PRO 1012 


liver tumor 


universal normal control 




PRO 1 008 


lung tumor 


universal normal control 




PRO1075 


colon tumor 


universal normal control 




PRO1075 


lung mmor 


universal normal control 




PRO1007 


colon tumor 


universal normal control 


55 


PRO1007 


lung tumor 


universal normal control 



130 



BNSDOCID: <WO ^0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



Table 8 (cont'> 





Molecule 


is overexpressed in: 


aS Qompdrcci. lu. 




PRO 1007 


breast tumor 


UXllVCiaal liUlllKti V'Uiiiiui 




PRO 1007 


rectal tumor 


umversaj noi mai la^iiuui 




PRO 1056 


colon tumor 


umversai normal l-uiiiioi 


5 


PRO 1056 


lung tumor 


universal normal control 




PRO 1056 


breast tumor 


umversaj normal cuniriji 




PR0791 


colon tumor 


universal normal control 




PR0791 


lung tumor 


universal normal control 




PR0791 


breast tumor 


universal normal control 


lU 


PR0791 


rectal tumor 


umversai noi iiidi coniroi 




PRO! Ill 


colon tumor 


universal normal control 




PROllll 


lung tumor 


universal normal control 




PROllll 


breast tumor 


universal normal control 




PROS 12 


lung tumor 


universal normal control 


15 


PROS 12 


breast tumor 


universal normal control 




PROS 12 


rectal mmor 


universal normal control 




PRO1066 


lung tumor 


universal ncrmal control 




PRO 11 85 


colon tumor 


universal normal control 




PRO 1185 


lung mmor 


imiversal normal control 


20 


PRO 1185 


breast tumor 


universal normal control 




PRO1031 


lung tumor 


universal normal control 




PRO 1360 


lung tumor 


universal normal control 




PRO 1360 


breast tumor 


universal normal control 




PRO 1309 


limg tumor 


universal normal control 


25 


PRO1309 


breast tumor 


universal normal control 




PRO 1107 


lung tumor 


universal normal control 




PRO 1107 


breast tumor 


universal normal control 




PR0836 


colon tumor 


universal normal control 




PR0836 


lung tumor 


universal normal control 


30 


PR01132 


lung tumor 


universal normal control 




PRO 1132 


breast tumor 


universal normal control 




PR01131 


colon tumor 


. universal normal control 




PR01131 


limg tumor 


universal normal control 




PR01131 


breast tumor 


universal normal control 


35 


PR01131 


liver tumor 


universal normal control 




PRO 1130 


colon tumor 


universal normal control 




PRO1130 


limg tumor 


universal normal control 




PRO1130 


breast tumor 


universal normal control 




PR0844 


colon tumor 


universal normal control 


40 


PR0844 


lung tumor 


universal normal control 




PR0844 


breast tumor 


universal normal control 




PR0844 


rectal tumor 


universal normal control 




PRO 1154 


colon tumor 


universal normal control 




PRO 1154 


lung tumor 


umversai normal control 


45 


PR01154 


rectal tumor 


universal normal control 




PRO 1154 


liver tumor 


umversai normal control 




PR01181 


lung tumor 


universal normal coniroi 




PR01181 


breast timior 


umversai normal conirui 




PROllzo 


colon tumor 


iliU VCl IMJIJllal CvllUill 


50 


PR01126 


lung tumor 


universal normal control 




PRO 11 26 


breast tumor 


universal normal control 




PR01126 


adrenal tumor 


universal normal control 




PR01186 


colon tumor 


universal normal control 




PR01186 


lung tumor 


universal normal control 


55 


PR01186 


breast tumor 


universal normal control 
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Table 8 (cont^ 





Molecule 


is overexpressed in: 


as compareQ lO. 






rKUl loO 


liver tumor 


umversai normal 


rrfctilTrtl 




DD 1 1 OQ 


colon tumor 


universal normal 






PRUl iVo 


lung tumor 


universal normal 


CUIllI i/1 




rRUl I 


lung tumor 


universal normal 


vOIlU \j\ 




PRO! 159 


breast tumor 


universal normal 


conuoi 




PROl 159 


liver tumor 


universal normal 


coniroi 




PRO 1265 


colon tumor 


universal normal 


control 




PRO 1265 


breast tumor 


universal normal 


control 


in 


PR0125U 


colon tumor 


universal normal 


coniroi 




PRO 1 250 


lung tumor 


universal normal 


control 




PRO 1250 


breast tumor 


universal normal 


control 




PRO 1475 


colon tumor 


imiversal normal 


control 




PRO 1475 


breast tumor 


universal normal 


control 


ID 


PROl 3 12 


colon tumor 


universal normal 


control 




PROl 3 12 


lung tumor 


universal normal 


control 




PROl 312 


breast nmior 


universal normal 


control 




PRO 1 308 


colon tumor 


universal normal 


control 




PRO 1 308 


lung tumor 


universal normal 


control 


20 


PROl 308 


liver tumor 


universal normal 


control 




PR01326 


colon tumor 


universal normal 


control 




PRO 1325 


lung tumor 


universal normal 


control 




PROl 326 


breast tumor 


imiversal normal 


control 




PROl 192 


colon tumor 


universal normal 


control 


25 


PROl 192 


lung tumor 


universal normal 


control 




PROl 192 


breast tumor 


universal normal 


control 




PRO 1246 


colon tumor 


universal normal 


control 




PRO 1246 


lung tumor 


universal normal 


control 




PR01246 


breast tumor 


universal normal 


control 


30 


PRO 1246 


prostate tumor 


universal normal 


control 




PR01356 


colon tumor 


universal normal 


control 




PRO 1356 


lung tumor 


universal normal 


control 




PR01356 


breast tumor. 


universal normal 


control 




PROl 275 


lung tumor 


universal normal 


control 




PRO 1275 


breast tumor 


universal normal 


control 




PRO 1274 


lung tumor 


universal normal 


control 




PRO 1358 


colon tumor 


universal normal 


control 




PRO 1358 


lung tumor 


universal normal 


control 




PRO 1358 


prostate tumor 


universal normal 


control 


/in 


PROl 286 


colon tumor 


universal normal 


control 




PRO 1286 


lung tumor 


universal normal 


control 




PRO 1286 


prostate tumor 


universal normal 


control 




PRO 1 286 


rectal tumor 


universal normal 


control 




PRO 1294 


colon tumor 


umversai normal 


control 




PRUl 294 


lung tumor 


umversai normal 


coniroi 




PRU 1 294 


breast tumor 


universal normal 


control 




PKU1294 


rectal tumor 


universal normal 


coniroi 




PKiJlZ73 


lung tumor 


universal normal 


control 




PRU 127 3 


rectal tumor 


umversai normal 


coniroi 


50 


PR01279 


colon tumor 


universal normal 


control 




PR01279 


lung tumor 


universal normal 


control 




PROl 195 


lung tumor 


universal normal 


control 




PROl 195 


breast tumor 


universal normal 


control 




PR01271 


lung tumor 


universal normal 


control 


55 


PR01271 


breast tumor 


universal normal 


control 
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Table 8 (cont') 





Molecule 


is overexpressed in: 


as compareu lo. 




PRO 1 271 


liver tumor 


universal normal cuniroi 




PRO 1338 


colon tumor 


universal normal control 




PRO 1338 


lung tumor 


universal normal control 


5 


PRO 1338 


breast tumor 


universal normal control 




PRO 1343 


colon tumor 


universal normal control 




PRO 1343 


lung mmor 


universal normal control 




PRO 1343 


breast tumor 


universal normal control 




PRO 1343 


rectal tumor 


universal normal control 


10 


PRO 1434 


lung tumor 


universal normal control 




PR01418 


lung tumor 


universal normal control 




PR01418 


liver tumor 


universal normal control 




PR01387 


colon tumor 


universal normal control 




PRO 1387 


lung tumor 


universal normal control 


15 


PRO 13 87 


prostate tumor 


universal normal control 




PR01387 


rectal tumor 


universal normal control 




PR01384 


colon tumor 


universal ncrmal control 




PRO 1384 


lung tumor 


universal normal control 




PR01565 


colon tumor 


universal normal control 


20 


PR01565 


lung tumor 


universal normal control 




PRO 1565 


prostate tumor 


universal normal control 




PRO 1474 


colon tumor 


universal normal control 




PR01474 


lung tumor 


universal normal control 




PR01474 


breast tumor 


universal normal control 


25 


PR01474 


rectal tumor 


universal normal control 




PR01917 


colon tumor 


universal normal control 




PR01917 


lung tumor 


universal normal control 




PR01917 


breast tumor 


universal normal control 




PR01787 


colon tumor 


universal normal control 


30 


PR01787 


lung tumor 


universal normal control 




PR01787 


breast tumor 


universal normal control 




PR01556 


lung tumor 


universal normal control 




PRO 1556 


breast tumor 


universal normal control 




PR01561 


colon tumor 


universal normal control 


35 


PR01561 


lung tumor 


imiversal normal control 




PRO 1561 


rectal tumor 


universal normal control 




PR01693 


colon tumor 


universal normal control 




PR01693 


lung tumor 


universal normal control 




PRO 1693 


breast tumor 


universal normal control 


40 


PR01868 


lung tumor 


universal normal control 




PR01868 


breast tumor 


universal normal control 




PRO 1890 


colon tumor 


universal normal control 




PRO 1890 


lung tumor 


universal normal control 




PRO 1890 


breast tumor 


universal normal control 


45 


PRO 1890 


prostate tumor 


universal normal control 




PRO 1887 


colon tumor 


universal normal control 




PRO 1887 


breast tumor 


universal normal control 




PR04353 


lung tumor 


umversal normal control 






uFcasi lumor 


universal normal control 


50 


PRO1801 


colon tumor 


universal normal control 




PRO 1801 


lung tumor 


universal normal control 




PR04357 


lung tumor 


universal normal control 




PR04357 


breast tumor 


universal normal control 




PRO4302 


colon tumor 


universal normal control 


55 


PRO4302 


lung tumor 


universal normal control 
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Table 8 (cont') 



Molecule 
PRO4302 
PRO4302 
PRO5990 
PRO5990 
PRO5990 



is overexpressed in: 
breast tumor 
prostate tumor 



as compared to: 



5 



colon tumor 
lung tumor 
breast tumor 



universal normal control 
universal normal control 
universal normal control 
universal normal control 
universal normal control 



EXAMPLE 31 : Identification of Receptor/Lieand Interactions 

In this assay, various PRO polypeptides are tested for ability to bind to a panel of potential receptor or 

10 ligand molecules for the purpose of identifying receptor/1 igand interactions. The identification of a ligand for 
a known receptor, a receptor for a known ligand or a novel receptor/1 igand pair is useftil for a variety of 
indications including, for example, targeting bioactive molecules (linked to the ligand or receptor) to a cell 
known to express the receptor or ligand, use of the receptor or ligand as a reagent to detect the presence of the 
ligand or receptor in a composition suspected of containing the same, wherein the composition may comprise 

15 cells suspected of expressing the ligand or receptor, modulating the growth of or another biological or 
immunological activity of a cell known to express or respond to the receptor or ligand, modulating the immune 
response of cells or toward cells that express the receptor or ligand, allowing the preparaion of agonists, 
antagonists and/or antibodies directed against the receptor or ligand which will modulate the growth of or a 
biological or immimological activity of a cell expressing the receptor or iigand» and various other indications 

20 which will be readily apparent to the ordinarily skilled artisan. 

The assay is performed as follows. A PRO polypeptide of the present invention suspected of being a 
ligand for a receptor is expressed as a fusion protein containing the Fc domain of human IgG (an 
inununoadhesin). Receptor^igand binding is detected by allowing interaction of the immunoadhesin polypeptide 
with cells (e.g. Cos cells) expressing candidate PRO polypeptide receptors and visualization of bound 

25 immunoadhesin with fluorescent reagents directed toward the Fc fusion domain and examination by microscope. 
Cells expressing candidate receptors are produced by transient transfection, in parallel, of defined subsets of a 
library of cDNA expression vectors encoding PRO polypeptides that may function as receptor molecules. Cells 
are then incubated for 1 hour in the presence of the PRO polypeptide immunoadhesin being tested for possible 
receptor binding. The cells are then washed and fixed with paraformaldehyde. The cells are then incubated with 

30 fluorescent conjugated antibody directed against the Fc portion of the PRO polypeptide immunoadhesin (e.g. 
FITC conjugated goat anti-human-Fc antibody). The cells are then washed again and examined by microscope. 
A positive interaction is judged by the presence of fluorescent labeling of cells transfected with cDNA encoding 
a particular PRO polypeptide receptor or pool of receptors and an absence of similar fluorescent labeling of 
similarly prepared cells that have been transfected with other cDNA or pools of cDNA. If a defined pool of 

35 cDNA expression vectors is judged to be positive for interaction with a PRO polypeptide immunoadhesin, the 
individual cDNA species that comprise the pool are tested individually (the pool is "broken down") to determine 
the specific cDNA that encodes a receptor able to interact with the PRO polypeptide immunoadhesin. 

In another embodiment of this assay, an epitope-tagged potential ligand PRO polypeptide (e.g. 8 
histidine "His" tag) is allowed to interact with a panel of potential receptor PRO polypeptide molecules that have 
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been expressed as fusions with the Fc domain of human IgG (immimoadhesins). Following a 1 hour 
co-incubation with the epitope tagged PRO polypeptide, the candidate receptors are each immunoprecipitated 
with protein A beads and the beads are washed. Potential ligand interaction is determined by western blot 
analysis of the immunoprecipitated complexes with antibody directed towards the epitope tag. An interaction 
is judged to occur if a band of the anticipated molecular weight of the epitope tagged protein is observed in the 
5 western blot analysis with a candidate receptor, but is not observed to occur with the other members of the panel 
of potential receptors. 

Using these assays, the following receptor/ligand interactions have been herein identified: 

(1) PRO1801 binds to PROl 114 and PR04978. 

(2) PROlOO binds to PR01114. 

10 The foregoing written specification is considered to be sufficient to enable one skilled in the art to 

practice the invention. The present invention is not to be limited in scope by the construct deposited, since the 
deposited embodiment is intended as a single illustration of certain aspects of the invention and any constructs 
that are functionally equivalent are within the scope of this invention. The deposit of material herein does not 
constitute an admission that the written description herein contained is inadequate to enable the practice of any 

15 aspect of the invention, including the best mode thereof, nor is it to be construed as limiting the scope of the 
clain:is to the specific illustrations that it represents. Indeed, various modifications of the invention in addition 
to those shown and described herein will become apparent to those skilled in the art from the foregoing 
description and fall within the scope of the appended claims. 
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0*1 

0-1-1 


Form - PCT/RO/134 (EASY) 
Indications R lating t D posited 
Micr organism(s) or Other Biol gical 
Material (PCT Rule 13bis) 

Prepared using 


PCT-EASY Version 2,91 
(updated 10.10.2000) 


0-2 


International Application No. 




0-3 


Applicant's or agent's file reference 


P3330R1 




1 

1-1 
1-2 


The indications made below relate to 
the deposited nf)icroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


98 
34 


1-3 
1-3-1 

1-3-2 

1-3-3 
1-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 .University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

14 April 1998 (14.04.1998) 
ATCC 209771 


1^ 


Additional Indications 


NONE 


1-5 


Designated States for Which 
Indications are Made 


all designated States 


1-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


2 

2-1 
2-2 


The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


98 
35 


2-3 

2-3-1 

2-3-2 

2-3-3 
2-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203654 


2-4 


Additional Indications 


NONE 


2-5 


Designated States for Which 
Indications are Made 


all designated States 


2-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


3 

3-1 
3-2 


The indications made below relate to 
the deposited microorgantsm(s) or 

ther bi 1 gical material referred to in 
th descripti n on: 
page 

tine 


98 
36 



136 



BNSDOCID: <WO ^014046eA2J_> 



wo 01/40466 



PCT/USOO/32678 



PCT P3330R1 

Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



3-3 

3-3-1 

3-3-2 

3-3-3 
3-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-127 


3-4 


Additional Indications 


NONE 


3-5 


Designated States for Which 
Indications are Made 


all designated States 


3-6 


Separate Furnishing of Indications 

These indications wiii be submicied io 
the International Bureau later 


NONE 


4 

4-1 
4-2 


The indications made below relate to 
the deposited microorgani$m(s) or 
other biological material referred to in 
the description on: 

page 

line 


98 


4-3 

4-3-1 

4-3-2 

4-3-3 

4-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 

Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-429 


4-4 


Additional Indications 


NONE 


4-5 


Designated States for Which 
Indications are Made 


all designated States 


4-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


5 

5-1 

5-2 


The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 


98 
38 


5-3 
5-3-1 

A O O 

5-3-3 

5-3-4 


Identification of Deposit 
Name of depositary institution 

Date of deposit 

Accession Number 


American Type Culture Collection 
10801 Unxversicy Blvd., Manassas, 
Virginia 20110-2209Unit:ed States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-432 


5-4 


Additional Indications 


NONE 


5-5 


Designated Stat s f r Which 
Indicati ns are Made 


all designated States 


5-6 


Separate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 


NONE 
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Th indlcati ns made below relate to 
the deposited micr rganisnn(s) or 
other biological material referred to in 
the description on: 
page 

line 



98 
39 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Cult:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Uni1:ed St:ates of 
America 

10 December 1997 (10.12.1997) 
ATCC 209525 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designat;ed States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
2 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collect;ion 
10801 University Blvd., Manassas, 
Virginia 20110*2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203577 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Fumishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



99 

3 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unit:ed St:ai:es of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-430 



Additi nal Indications 



NONE 



D signated States for Which 
Indicati ns are Made 



all designated States 
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8-6 


Separate Furnishing f Indicati ns 

These indications will be submitted to 
the International Bureau later 


NONE 


9 

9-1 
9-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 


99 
4 


9-3 

9-3-1 

9-3-2 

9-3-3 
9-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cul'bure Collection 
10801 University Blvd., Manassas, 
Vxrgxnxa 20110-2209Unxted States of 
^erica 

08 June 1999 (08.06.1999) 
ATCC PTA-203 


9-4 


Additional Indications 


NONE 


9-5 


Designated States for Which 
Indications are Made 


all designated States 


9-6 


Separate Fumishtng of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


10 

10-1 
10-2 


The Indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 

5 


10-3 

10-3-1 

10-3-2 

10-3-3 
10-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Vxrgxnxa 20110-2209Unxted States of 
America 

01 July 1998 (01.07.1998) 
ATCC 203040 


10-4 


Additional Indications 


NONE 


10-5 


Designated States for Which 
Indications are Made 


all designated States 


10-6 


Separate Furnishing of Indications 

These indications wilt be submitted to 
the International Bureau later 


NONE 


11 

11-1 
11-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


99 
6 


11-3 

11-3-1 

11-3-2 

11-3-3 
11-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date f deposit 
Accession Numt>er 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

31 August 1999 (31.08.1999) 
ATCC PTA-611 



139 



BNSOOCIO: <WO ^0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



PCX 



P3330R1 



Original (for SUBMISSION) • printed on 01.12.2000 02:57:35 PM 



Additional Indicati ns 



NONE 



Designated States for Which 
Indications are Made 



all designated S'ta'tes 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited niicroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
7 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

21 January 1998 (21.01.1998) 
ATCC 209593 



Additional Indications 



NONE 



Designated States for Which 
indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 



99 
8 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203649 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made betow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
9 
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14-3 
14-3-1 

14-3-2 



14-3-3 
14-3-4 



Identification fDep sit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt>er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203574 



14-4 



Additional Indications 



NONE 



14-5 



Designated States for Which 
Indications are Made 



all designated States 



14-6 



15 



15-1 
15-2 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
10 



15-3 

15-3-1 

15-3-2 



15-3-3 
15-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 2011 0-220 9Uni ted States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-129 



15-4 



Additional Indications 



NONE 



15-5 



Designated States for Which 
Indications are Made 



all designated States 



15-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



16 



16-1 
16-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
11 



16-3 
16-3-1 

16-3-2 



16-3-3 
16-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 May 1998 (27.05.1998) 
ATCC 209905 



16-4 



Additional Indications 



NONE 



16-5 



Designated States for Which 
indications are Made 



all designated States 



16-6 



S parate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 



NONE 
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The indications made below retat to 

the deposited microorganism(s) or 

other biological material referred to in 

the description on: 

page 

line 



99 

12 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 Univers±1:y Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 

ATCC 203585 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

tine 



99 
13 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203665 



Additional Indications 



NONE 



Designated States for Which 
Indications are IMade 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorgani8m(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
14 



Identification of Deposit 
Name of depositary institution 

Address of depositary instKution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-427 



AdditI nal Indications 



NONE 



Designated States for Which 
tndicati ns arMade 



all designated States 
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19-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



20 



20-1 
20-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



99 
15 



20-3 
20-3-1 

20-3-2 



20-3-3 
20-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul1:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
imer lea 

31 August 1999 (31.08*1999) 
ATCC PTA-615 



20-4 



Additional Indications 



NONE 



20-5 



Designated States for Which 
Indications are Made 



all designated States 



20-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



21 



21-1 

21-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



99 
16 



21-3 
21-3-1 

21-3-2 



21-3-3 
21-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203582 



21-4 



Additional Indications 



NONE 



21-5 



Designated States for Which 
Indications are Made 



all designated States 



21*6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



22 



22-1 
22-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
17 



22-3 
22-3-1 

22-3-2 



22-3-3 
22-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

09 March 1999 (09.03.1999) 
ATCC 203838 
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Additional Indicati ns 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will t>e submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
18 



Identification of Deposit 

Name of depositary Institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-428 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The Indications made below relate to 
the deposited microorganism(8) or 
other biological material referred to in 
the description on: 
page 

line 



99 
19 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 March 1999 (09.03.1999) 
ATCC 203836 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
20 
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25-3 

25-3-1 

25-3-2 

25-3-3 
25-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

08 June 1999 (08.06.1999) 
ATCC PTA-205 


2S4 


Additional Indications 


NONE 


25-5 


Designated States for Which 
Indications are IVIade 


all designated States 


25^ 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


26 

26-1 
26-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


99 
21 


26-3 

26-3-1 

26-3-2 

26-3-3 
26-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 2 0110-220 9Unl ted States of 
America 

27 July 1999 (27.07.1999) 
ATCC PTA-431 


26-4 


Additional Indications 


NONE 


26-5 


Designated States for Which 
Indications are Made 


all designated States 


26-6 


Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 


NONE 


27 

27-1 
27-2 


The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
22 


27-3 

27-3-1 

27-3-2 

27-3-3 
27-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginxa zOllO-zzOSUnx'ted. S'tates or 
America 

09 Februairy 1999 (09.02.1999) 
ATCC 203659 


27-4 


Additional Indications 


NONE 


27-5 


Designated States for Which 
Indicati ns are Mad 


all designated States 


27-6 


Separat Furnishing f Indicati ns 

These indications will be submitted to 
the International Bureau later 


NONE 
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28 

28-1 
28-2 


Th indlcati nsmadebel w relate to 
the deposited microorganism($) or 
other biological material referred to in 
the description on: 
page 

line 


99 

23 


28-3 
28-3-1 

28-3-2 

28-3-3 

28-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 

Accession Number 


American Type Cul-bure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203584 


28-4 


Additional Indications 


NONE 


28-5 


Designated States for Which 
Indications are Made 


all designated States 


28-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


29 

29-1 
29-2 


The indications made t^elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
24 


29-3-1 
29-3-2 

29-3-3 
29-3-4 


iat?f1UIIwalilUII Ut kJtg\JtJ9t\ 

Name of depositary institution 
Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-126 


29-4 


Additional Indications 


NONE 


29-5 


Designated States for Which 
Indications are Made 


all designated States 


29-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


30 

30-1 

30-2 


The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

tine 


99 

25 


30-3 
30-3-1 

30-3-2 

30-3-3 
30-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Dat of deposit 

Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-128 


30-4 


Additi nal Indicati ns 


NONE 


30-5 


Designated States f r Which 
Indications are Made 


all designated States 
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30-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



31 



31-1 
31-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
26 



31-3 
31-3-1 

31-3-2 



31-3-3 
31-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203664 



31-4 



Additional Indications 



NONE 



31-5 



Designated States for Which 
Indications are Made 



all designated States 



31-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



32 



32-1 

32-2 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
27 



32-3 
32-3-1 

32-3-2 



32-3-3 
32-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 201 10-22 09Uni ted States o£ 
America 

12 January 1999 (12.01.1999) 
ATCC 203578 



32-4 



Additional Indications 



NONE 



32-5 



Designated States for Which 
Indications are Made 



all designated States 



32-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 



NONE 



33 



33-1 
33-2 



The indications made below relate to 
the deposited microorganism($) or 
other biological material referred to in 
the description on: 
page 

line 



99 
28 



33-3 
33-3-1 

33-3-2 



33-3-3 
33-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203554 
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Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated St:ates 



Separate Furnishing of Indications 

These indications will t>e submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
29 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cultux^e Collection 
10801 University Blvd., Manassas / 
Virginia 20110-2209United Stat:es of 
America 

16 March 1999 (16.03.1999) 
ATCC 203850 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa) Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



99 
30 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United Stat:es o£ 
America 

11 May 1999 (11.05.1999) 
ATCC PTA-45 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
31 
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P3330R1 



36-3 

36-3-1 

36-3-2 



36-3-3 
36-3-4 



Identificati n fD p sit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt>er 



American Type Cult:ure Collection 
10801 University Blvd. ^ Manassas, 
Virginia 20110-2209Unitecl States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203545 



36-4 



Additional Indications 



NONE 



36-5 



Designated States for Which 
Indications are NIade 



all designated States 



36-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



37 



37-1 
37-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
32 



37-3 

37-3-1 

37-3-2 



37-3-3 
37-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203544 



37-4 



Additional Indications 



NONE 



37-5 



Designated States for Which 
I n d i cations are Made 



all designated States 



37-6 



Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 



NONE 



38 



38-1 
38-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
33 



38-3 

38-3-1 

38-3-2 



38-3-3 
38-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-220 9United States of 
America 

15 June 1999 (15.06.1999) 
ATCC PTA-234 



38-4 



Additional Indications 



NONE 



38-5 



Designated States for Which 
Indications are Mad 



all designated States 



38-6 



Separate Furnishing of Indicati ns 

These indications will be submitted to 
the International Bureau later 



NONE 
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The indicati ns made below relate t 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
34 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Colleciixon 
10801 Unlversx^by Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203848 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism<8) or 
other biological material referred to In 
the description on: 

page 

line 



99 
35 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

22 Dec^nber 1998 (22.12.1998) 
ATCC 203555 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 



NONE 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to In 
the description on: 
page 

tine 



99 
36 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 April 1999 (20.04.1999) 
ATCC 203949 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 
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41-6 



Separate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



42 



42-1 
42-2 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
37 



42-3 
42-3-1 

42-3-2 



42-3-3 
42-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collec^xon 
10801 Unlversi1:y Blvd. , Manassas, 
Virginia 20110-2209Unitecl States of 
America 

15 December 1998 (15.12.1998) 
ATCC 203539 



42-4 



Additional Indications 



NONE 



42-5 



Designated States for Which 
Indications are Made 



all designated States 



42-6 



Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 



NONE 



43 



43-1 
43-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
38 



43-3 
43-3-1 

43-3-2 



43-3-3 
43-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203871 



43-4 



Additional Indications 



NONE 



43-5 



Designated States for Which 
Indications are Made 



all designated States 



43-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



44-1 
44-2 



The indications made fcielow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
39 



44-3 
44-3-1 

44-3-2 



44-3-3 
44-3-4 



Identification of Deposit 
Name of depositary Institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203862 
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44-4 


Additional Indications 


NONE 


44-5 


Designated States for Which 
Indications are IVIade 


all des±gna1:ed St:at:es 


44-6 


Se|>arate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


45 

45-1 
45-2 


The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
40 


45-3 

45-3-1 

45-3-2 

45-3-3 
45-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 August 1999 (10.08.1999) 
ATCC PTA-510 


45-4 


Additional Indications 


NONE 


45-5 


Designated States for Which 
indications are Made 


all designated States 


45-6 


Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 


NONE 


46 

46-1 
46-2 


The indications made below relate to 
the deposited microorgani8m(s) or 
other biological material referred to in 
the description on: 
page 

line 


99 
41 


46-3 

46-3-1 

46-3-2 

46-3-3 
46-3^ 


Identification of Deposit 

Name of depositary institution 

Address of depositaiy institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

20 January 1999 (20.01.1999) 
ATCC 203603 


46-4 


Additional Indications 


NONE 


46-5 


Designated States for Which 
indications are Made 


all designated States 


46*6 


Separate Furnishing of Indications 

These indications will be submitted to 
the intemational Bureau later 


NONE 


47 

47-1 
47-2 


The Indications made t>elow relate to 
the deposited mlcroorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 


99 
42 
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47-3 

47-3-1 

47-3-2 

47-3-3 
47-3^ 


Id ntification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203813 


47-4 


Additional Indications 


NONE 


47-5 


Designated States for Which 
Indications are Made 


all designated States 


47^ 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


48 

48-1 
48-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


99 
43 


48-3 

48-3-1 

48-3-2 

48-3-3 
48-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203812 


48-4 


Additional Indications 


NONE 


48-5 


Designated States for Which 
Indications are Made 


all designated States 


48-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


49 

49-1 
49-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


99 
44 


49-3 

49-3-1 

49-3-2 

49-3-3 
49-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Vxrgxnxa 20110-2209Unxted States of 
America 

29 October 1998 (29.10.1998) 
ATCC 203391 


49-4 


Additional Indications 


NONE 


49-5 


Designated States for Which 
Indicati ns are Made 


all designated States 


49-6 


Separate Furnishing f Indicati ns 

These indications will be submitted to 
the International Bureau lat r 


NONE 
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Th indications made bel w relat to 
the deposited micr rganism(s) r 
other biological material referred to in 
the description on: 
page 

line 



99 
45 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collect;ion 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 April 1999 (27.04.1999) 
ATCC 203965 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



99 
46 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States o£ 
America 

02 March 1999 (02.03.1999) 
ATCC 203816 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intematlonal Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism<s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
47 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States o£ 
America 

02 March 1999 (02.03.1999) 
ATCC 203814 



Addrti nal Indications 



NONE 



Designated Stat s for Which 
Indications are Made 



all designated States 
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52-6 



Separate Furnishing findicati ns 

These indications will be submitted to 
the International Bureau later 



NONE 



53 



53-1 
53-2 



The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
48 



53-3 
53-3-1 

53-3-2 



53-3-3 
53-3-4 



Identification of Deposit 
Name of depositary institution * 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul^bure Collection 
10801 University Blvd. ^ Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203810 



53-4 



Additional Indications 



NONE 



53-5 



Designated States for Which 
Indications are IMade 



all designated States 



53-6 



Separate Furnishing of Indications 

These indications will t>e submitted to 
the International Bureau later 



NONE 



54 



54-1 

54-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



99 
49 



54-3 
54-3-1 

54-3-2 



54-3-3 
54-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 May 1999 (04.05.1999) 
ATCC PTA-22 



54-4 



Additional Indications 



NONE 



54-5 



Designated States for Which 
Indications are Made 



all designated States 



54-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



55 



55-1 
55-2 



The indications made below relate to 
the deposited mtcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



99 
50 



55-3 
55-3-1 

55-3-2 



55-3-3 
55-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203580 
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5&4 



Additi nallndications 



NONE 



55-5 



Designated States for Which 
Indications are Made 



all designated States 



55-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



56 



56-1 
56-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
51 



56-3 
56-3-1 

56-3-2 



56-3-3 
56-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203889 



56-4 



Additional Indications 



NONE 



56-5 



Designated States for Which 
Indications are Made 



all designated States 



56-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



57 



57-1 
57-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 



99 
52 



57-3 

57-3-1 

57-3-2 



57-3-3 
57-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 April 1999 (27.04.1999) 
ATCC 203964 



57-4 



Additional Indications 



NONE 



57-5 



Designated States for Which 
Indications are Made 



all designated States 



57-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



56 



68-1 
58-2 



The indications made below relate to 
the deposited microorganism (s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
53 



156 



BNSDOCID: <WO ^014O4eaA2J_> 



wo 01/40466 



PCT/USOO/32678 



PCT 



P3330R1 



Original (for SUBMISSION) . printed on 01.12.2000 02:57:35 PM 



58-3 

58-3-1 

58-3-2 



58-3-3 
58-3-4 



Identification of Dep sit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'ture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203548 



58-4 



Additional Indications 



NONE 



58-5 



Designated States for Which 
Indications are Made 



all designated States 



58-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



59 



59-1 
59-2 



The Indications made below relate to 
the deposited microorganisnr)(s) or 
other biological material referred to in 
the description on: 

page 

line 



99 
54 



59-3 

59-3-1 

59-3-2 



59-3-3 
59-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numkier 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203817 



59^ 



Additional Indications 



NONE 



59-5 



Designated States for Which 
Indications are Made 



all designated States 



59-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



60 



60-1 
60-2 



The indications made below relate to 
the deposited microorganism (s) or 
other biological material referred to in 
the description on: 
page 

tine 



99 
55 



60-3 

60-3-1 

60-3-2 



60-3-3 
60-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

15 June 1999 (15.06.1999) 
ATCC PTA-235 



604 



Additional Indications 



NONE 



60-5 



Designated States for Which 
Indicati ns are Made 



all designated States 



60-6 



S parate Furnishing of Indicati ns 

These indications will b submitted to 
the International Bureau later 



NONE 
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61 



61-1 
61-2 



The indications made below relate to 
the deposited micr rganism(s) r 
other biological material referred to in 
the description on: 
page 

line 



100 
2 



61-3 

61-3-1 

61-3-2 



61-3-3 
61-3-4 



61-4 



61-5 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-22 09Unl ted States of 
America 

27 J^rll 1999 (27.04.1999) 
ATCC 203968 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



61-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



62 



62-1 
62-2 



The indications made tielow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
3 



62-3 

62-3-1 

62-3-2 



62-3-3 
62-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203894 



62-4 



Additional Indications 



NONE 



62-5 



Designated States for Which 
Indications are Made 



all designated States 



62-6 



Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 



NONE 



63 



63-1 
63-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 



100 
4 



63-3 
63-3-1 

63-3-2 



63-3-3 
63-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Dat of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203893 



63-4 



Addltl nal Indications 



NONE 



63-5 



Designated States f r Which 
IndicatI ns are Made 



all designated States 
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63-6 



S parate Furnishing of indicati ns 

These Indications will be submitted to 
the International Bureau later 



NONE 



64 



64-1 
64-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
5 



64-3 

64-3-1 

64-3-2 



64-3-3 
64-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collection 
10801 Universit:y Blvd., Manassas, 
Virginia 20110-2209United States of 



ivuerxca 



02 March 1999 (02.03.1999) 
ATCC 203811 



64-4 



Additional Indications 



NONE 



64-5 



Designated States for Which 
Indications are Made 



all designated States 



64-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



65 



65-1 
65-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
6 



65-3 

65-3-1 

65-3-2 



65-3-3 
65-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203867 



65-4 



Additional Indications 



NONE 



65-5 



Designated States for Which 
Indications are Made 



all designated States 



65-6 



Separate Furnishing of indications 

These indications will be submitted to 
the Intematlonal Bureau later 



NONE 



66 



66-1 
66-2 



The indications made below relate to 
the deposited microorganism(s) or 
otfier biological material referred to in 
the description on: 
page 

line 



100 
7 



66-3 

66-3-1 

66-3-2 



66-3-3 
66-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
Anerica 

27 i^ril 1999 (27.04.1999) 
ATCC 203963 
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Additional IndicatI ns 



Designated States for Which 
Indications are Made 



NONE 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited nnicroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
8 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unlted States of 
America 

02 March 1999 (02.03.1999) 
ATCC 203815 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be subnnttted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
9 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd^ , Manassas, 
Virginia 20110-2209Unlted States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203890 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
10 
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69-3 

69-3-1 

69-3-2 



69-3-3 
69-3-4 



Identificati n f Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult;ure Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unlted States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-130 



69-4 



Additional Indications 



NONE 



69-5 



Designated States for Whicli 
Indications are Made 



all designated S-tates 



69-6 



Separate Furnishing of indications 

These indications will be submitted to 
the Internationa! Bureau later 



NONE 



70 



70-1 
70-2 



The indications made laelow relate to 
the deposited microorganisnn(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 

11 



70-3 
70-3-1 

70-3-2 



70-3-3 
70-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unlt:ed Stetes of 
America 

27 April 1999 (27.04.1999) 
ATCC 203970 



70-4 



Additional Indications 



NONE 



70-5 



Designated States for Which 
Indications are Made 



all designated States 



70-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



71 



71-1 
71-2 



The indications made below relate to 
the deposited mtcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 



100 
12 



71-3 

71-3-1 

71-3-2 



71-3-3 
71-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 Unlversl'ty Blvd. , Manassas, 
Virginia 20110-2209Unlted Stetes of 
America 

16 March 1999 (16.03.1999) 
ATCC 203845 



71-4 



Additional indications 



NONE 



71-5 



Designated States for Which 
Indicatt ns are Made 



all designated Stetes 



71-6 



Separate Furnishing of Indications 

These indications wit! be submitted to 
the International Bureau later 



NONE 
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The indications made b I w relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
13 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03,1999) 

TV Trr* on'iOd 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The Indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
14 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-22 09United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203844 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These ir\dications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



100 
15 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 August 1999 (10.08.1999) 

ATCC PTA-513 



Additi ruil Indicati ns 



NONE 



Designated States f r Which 
Indicati ns are Mad 



all designated States 
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74-6 



Separate Furnishing of Indicati ns 

These indications wilt be submitted to 
the International Bureau later 



NONE 



76 



75-1 
75-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
16 



75-3 
75-3-1 

75-3-2 



75-3-3 
75-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'bure Collection 
10801 Unxversxty Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203663 



75-4 



Additional Indications 



NONE 



75-5 



Designated States for Which 
indications are IMade 



all designated States 



75-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



76 



76-1 

76-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
17 



76-3 
76-3-1 

76-3-2 



76-3-3 
76-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt>er 



American Type Culture Collection 
10801 University Blvd., Manassas,, 
Virginia 20110-2209United States o£ 
America 

16 March 1999 (16.03.1999) 
ATCC 203851 



76-4 



Additional Indications 



NONE 



76-5 



Designated States for Which 
Indications are IMade 



all designated States 



76-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



77 



77-1 
77-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
18 



77-3 
77-3-1 

77-3-2 



77-3-3 
77-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 i^ril 1999 (20.04.1999) 
ATCC 203950 
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Addltl nal Indications 



NONE 



Designated States for Which 
Indications are Made 



all designa'ted S1:a'tes 



Separate Furnishing of Indications 

These indications will be submitted to ' 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
19 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



Amerxcan Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203895 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
20 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-134 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
21 
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80-3 

80-3-1 

80-3-2 



80-3-3 
80-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203852 



80-4 



Additional Indications 



NONE 



80-5 



Designated States for Which 
Indications are Made 



all designated States 



80-6 



Separate Furnishing of Indications 

These indications will be submitted to 

the International Bureau later 



NONE 



81 



81-1 
81-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
22 



81-3 

81-3-1 

81-3-2 



81-3-3 
81-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

22 June 1999 (22.06.1999) 
ATCC PTA-258 



81-4 



Additional Indications 



NONE 



81-5 



Designated States for Which 
Indications are Made 



all designated States 



81-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



82 



82-1 
82-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
23 



82-3 

82-3-1 

82-3-2 



82-3-3 
82-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

22 June 1999 (22.06.1999) 
ATCC PTA-259 



82-4 



Additional Indications 



NONE 



82-5 



Designated States for Which 
Indicati ns are Made 



all designated States 



82-6 



Separate Furnishing of Indications 

Thes indications will be submitted to 
the International Bureau later 



NONE 
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83 



83-1 
83-2 



The indications made b low relate t 
the dep sited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
24 



83-3 
83-3-1 

83-3-2 



83-3-3 
83-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
10801 Universi'ty Blvd., Manassas, 
Virginia 20110-2209Unit:ed St:a1:es o£ 
America 

23 March 1999 (23.03.1999) 
ATCC 203866 



83-4 



Additional Indications 



NONE 



83-5 



Designated States for Which 
Indications are Made 



all designated States 



83-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 



NONE 



84-1 
84-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
25 



84-3 

84-3-1 

84-3-2 



84-3-3 
84-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collecliion 
10801 University Blvd., Manassas,.. 
Virginia 20110-2209United St:a1:es of 
America 

16 March 1999 (16.03.1999) 
ATCC 203853 



84-4 



Additional Indications 



NONE 



84-5 



Designated States for Which 
Indications are Made 



all designated St^ates 



84^ 



Separate Furnishing of Indications 

These indications will l:>e submitted to 
the International Bureau later 



NONE 



85 



85-1 
85-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



100 
26 



85-3 

85-3-1 

85-3-2 



85-3-3 
85-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unit:ed States of 
America 

30 March 1999 (30.03.1999) 
ATCC 203892 



85-4 



Additional Indicati ns 



NONE 



85-5 



Designated States f r Which 
Indications are Made 



all designated States 
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85-6 



Separate Furnishing of Indications 

These indications will be subnnltted to 
the Internatfonai Bureau later 



NONE 



86 



86-1 
86-2 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
27 



86-3 
86-3-1 

86-3-2 



86-3-3 
86-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culiiiare Collect:lon 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203847 



86-4 



Additional Indications 



NONE 



86-5 



Designated States for Which 
Indications are Made 



all designated States 



86-6 



Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 



NONE 



87 



87-1 
87-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
28 



87-3 
87-3-1 

87-3-2 



87-3-3 
87-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-220 9Uni ted States of 
America 

04 May 1999 (04.05.1999) 
ATCC PTA-21 



87«4 



Additional Indications 



NONE 



87-5 



Designated States for Which 
Indications are Made 



all designated States 



87-6 



Separate Furnishing of Indications 

These indications will t>e submitted to 
the International Bureau later 



NONE 



88 



88-1 
88-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

tine 



100 
29 



88-3 
88-3-1 

88-3-2 



88-3-3 
88-3-4 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt>er 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-121 
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Additional Indications 



NONE 



Designated States for Which 
indications are IMade 



all designat:ed States 



Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 



100 
30 



Identification of Deposit 

Nanne of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



Amerxcan Type Culture Colleeti.on 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

20 April 1999 (20.04.1999) 
ATCC 203951 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
31 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203869 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Fumishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 



100 
32 
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91-3 
91-3-1 

91-3-2 



91-3-3 
91-3-4 



Identification f Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Uni^ed St:ates of 
America 

15 June 1999 (15.06.1999) 
ATCC PTA-232 



91-4 



Additional Indications 



NONE 



91-5 



Designated States for Which 
Indications are IVIade 



all designated States 



91-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



92 



92-1 
92-2 



The indications made below relate to 
the deposited microorganism($) or 
other biological material referred to in 
the description on: 

page 

line 



100 
33 



92-3 

92-3-1 

92-3-2 



92-3-3 
92-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unit:ed States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-385 



92-4 



Additional Indications 



NONE 



92-5 



Designated States for Which 
Indications are Made 



all designated States 



92-6 



Separate Furnishing of Indications 

These indications will fc>e submitted to 
the International Bureau later 



NONE 



93 



93-1 
93-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
34 



93-3 
93-3-1 

93-3-2 



93-3-3 
93-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 March 1999 (23.03.1999) 
ATCC 203864 



93-4 



Additional Indications 



NONE 



93-5 



Designated States for Which 
Indications are Made 



all designated States 



93-6 



S parate Furnishing f Indicati ns 

These indications will be submitted to 
the International Bureau later 



NONE 
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The indlcati ns made below relate t 
the deposited micro rganlsm(s) r 
other biological material referred to in 
the description on: 
page 

line 



100 
35 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collect:xon 
10801 Un±versl1:y Blvd., Manassas, 
Virginia 20110-2209Unlt:ed States of 
America 

22 June 1999 (22.06.1999) 
ATCC PTA-262 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
36 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



Americsm Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-381 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
37 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 May 1999 (04.05.1999) 
ATCC PTA-15 



Additional Indication 



NONE 



Designated States for Which 
Indications are Made 



all designated States 
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96-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



97 



97-1 
97-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
38 



97-3 
97-3-1 

97-3-2 



97-3-3 
97-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culi:ure Collection 
10801 Un±vers±t:y Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

15 June 1999 <15.06.1999) 
ATCC PTA-239 



97-4 



Additional Indications 



NONE 



97-5 



Designated States for Which 
Indications are Made 



all designated States 



97-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



98 



98-1 
98-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



100 
39 



98-3 
98-3-1 

98-3-2 



98-3-3 
98-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-384 



98-4 



Additional Indications 



NONE 



98-5 



Designated States for Which 
Indications are Made 



all designated States 



98-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



99 



99-1 
99-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
40 



99-3 

99-3-1 

99-3-2 



99-3-3 
99-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt)er 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-475 
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Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated Sbaties 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
41 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collechxon 
10801 Universi-ty Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203854 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These irKjications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
42 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-378 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications wiil be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 



100 
43 
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102-3 

102-3-1 

102-3-2 



102-3-3 
102-3-4 



Identification of Dep sit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collect:lon 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 June 1999 (22.06.1999) 
ATCC PTA-257 



102-4 



Additional Indications 



NONE 



102-5 



Designated States for Which 
Indications are IVIade 



all designated States 



102-6 



Separate Furnishing of Indications 

These indications will be submitted to 

th9 !nt9rr!2t!ors3! Bures'J Istsr 



NONE 



103 



103-1 
103-2 



The indications made below relate to 
the deposited niicroorganisfn(s) or 
other biological material referred to In 
the description on: 

page 

line 



100 
44 



103-3 

103-3-1 

103-3-2 



103-3-3 
103-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States o£ 
America 

15 June 1999 (15.06.1999) 
ATCC PTA-231 



103-4 



Additional indications 



NONE 



103-5 



Designated States for Which 
Indications are IVIade 



all designated States 



103-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



104 



104-1 
104-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 



100 
45 



104-3 

104-3-1 

104-3-2 



104-3-3 
104-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-388 



104-4 



Additional Indications 



NONE 



104-5 



Designated States for Which 
Indications are IVIade 



all designated States 



104-6 



Separate Furnishing of Indicati ns 

These indications will be submitted to 
the international Bureau later 



NONE 
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105 

105-1 
105-2 


The Indicati ns mad bel w relate to 
the deposited microorganism(s) r 
other biological material referred to in 
the description on: 
page 

line 


100 
46 


105-3 

105-3-1 

105-3-2 

105-3-3 
105-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

31 August 1999 (31.08.1999) 
ATCC PTA-620 


105-4 


Additional Indications 


NONE 


105-5 


Designated States for Which 
Indications are Made 


all designated States 


105-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


106 

106-1 
106-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


100 
47 


106-3 

106-3-1 

106-3-2 

106-3-3 
106-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unxted States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-118 


106-4 


Additional Indications 


NONE 


106-5 


Designated States for Which 
Indications are Made 


all designated States 


106-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Intemationat Bureau later 


NONE 


107 

107-1 
107-2 


The indications made below relate to 
the deposited microorganism(s> or 
other biological material referred to in 
the description on: 
page 

line 


100 
48 


107-3 

107-3-1 

107-3-2 

107-3-3 
107-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-477 


107-4 


Additional Indications 


NONE 


107-5 


Designated States for Which 
Indications are Made 


all designated States 
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107-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Internationa) Bureau later 



NONE 



108 



108-1 
108-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
49 



108-3 
108-3-1 

108-3-2 



108-3-3 
108-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collectxon 
10801 Unlvers±t:y Blvd., Manassas, 
Virginia 20110-2209Unit;ed Sta1::es of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-488 



108-4 



Additional Indications 



NONE 



108-5 



Designated States for Which 
Indications are Made 



all designated S'ta'tes 



108-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



109 



109-1 
109-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



100 
50 



109-3 
109-3-1 

109-3-2 



109-3-3 
109-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. ^ Manassas, 
Virginia 20110-2209United States of 
America 

16 March 1999 (16.03.1999) 
ATCC 203849 



109-4 



Additional Indications 



NONE 



109-5 



Designated States for Which 
Indications are Made 



all designated States 



109-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



110 



110-1 
110-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
51 



110-3 

110-3-1 

110-3-2 



110-3-3 
110-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt)er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 March 1999 (09.03.1999) 
ATCC 203837 
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Additional Indlcati ns 



NONE 



Designated States for Which 
Indications are IVIade 



all designated Stetes 



Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism<s) or 
other biological material referred to in 
the description on: 

page 

tine 



100 
52 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



Ataerlcan Type Cult\ire Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-380 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



100 
53 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

11 May 1999 (11.05.1999) 
ATCC PTA-44 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the tnternational Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



100 
54 
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Identification of Dep sit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collecblon 
10801 Univers±1:y Blvd., Manassas, 
Virginia 20110-22 09Unit:ed States o£ 
America 

11 May 1999 (11.05.1999) 
ATCC PTA-42 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microoFganism(5) or 
other biological material referred to in 
the description on: 

page 

line 



100 
55 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

25 May 1999 (25.05.1999) 
ATCC PTA-123 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
2 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-482 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



S parate Furnishing of Indications 

Thes indications will be submitted to 
the Intemational Bureau later 



NONE 
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116 

116-1 
116-2 


The indicati ns mad below r late t 
the deposited mlcroorganism(s) r 
other biological material referred to in 
the description on: 
page 

fine 


101 
3 


116-3 

116-3-1 

116-3-2 

116-3-3 
116-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cul'bure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-483 


116-4 


Additional Indications 


NONE 


116-5 


Designated States for Which 
Indications are Made 


all designated States 


116-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


117 

117-1 
117-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
4 


117-3 
117-3-1 

^117-3-2 

117-3-3 
117-3-4 


Identification of Deposit 
Name of depositary institution . 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unlted States o£ 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-485 


117-4 


Additional Indications 


NONE 


117-5 


Designated States for Which 
Indications are Made 


all designated States 


117-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


118 

118-1 

118-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 


101 
5 


118-3 

118-3-1 

118-3-2 

118-3-3 
118-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Kamassas, 
Virginia 20110-2209Unlted States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-480 


118-4 


Additional Indications 


NONE 


118-5 


D signated States for Which 
Indications are Made 


all designated States 
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118-6 


Separat Furnishing findicati ns 

These indications will be submitted to 
the International Bureau later 


NONE 


119 

119-1 
119-2 


The indications made t>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
6 


119-3 

119-3-1 

119-3-2 

119-3-3 
119-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 Unxversxty Blvd. , Manassas, 
Virginia 20110-2209Unlt:ed St:ates of 
Axuerica 

03 August 1999 (03.08.1999) 
ATCC PTA-476 


119-4 


Additional Indications 


NONE 


119-5 


Designated States for Which 
Indications are Made 


all designated States 


119-6 


Separate Fumlshing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


120 

120-1 
120-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
7 


120-3 

120-3-1 

120-3-2 

120-3-3 
120-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Vxrgxnxa 20110-2209Unxted States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-472 


120^ 


Additional Indications 


NONE 


120-5 


Designated States for Which 
Indications are Made 


all designated States 


120-6 


Separate Fumishing of Indications 

These indications will t>e submitted to 
the Intemational Bureau later 


NONE 


121 

121-1 
121-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

line 


101 
8 


121-3 

121-3-1 

121-3-2 

121-3-3 
121-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Numb r 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-487 
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121-4 


Additional Indications 


NONE 


121-5 


Designated States for Which 
Indications are Made 


all deslgnat:ed States 


121-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


122 

122-1 
122-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

tine 


101 
9 


122-3 

122-3-1 

122-3-2 

122-3-3 
122-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-484 


122-4 


Additional Indications 


NONE 


122-5 


Designated States for Which 
Indications are Made 


all designated States 


122-6 


Separate Furnishing of indications 

These Indications will be submitted to 
the International Bureau later 


NONE 


123 

123-1 
123-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
10 


123-3 

123-3-1 

123-3-2 

123-3-3 
123-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Vxrgxnia 20110-2209Unx-bed S'tates of 
America 

17 August 1999 (17.08.1999) 
ATCC PTA-546 


123-4 


Additional Indications 


NOME 


123-5 


Designated States for Which 
Indications are Made 


all deslgna'ted States 


123-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


124 

124-1 
124-2 


The indications made below relate to 
the deposited microorgani5m(s) or 
other biological material referred to in 
the description on: 

page 

tine 


101 
11 
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124-3 

124-3-1 

124-3-2 

124-3-3 
124-3-4 


Identification of Deposit 
Nam of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
vxxgx.iixsL. ^uixu— ^^u^unx^eci oc^a^es ox 
America 

10 August 1999 (10.08.1999) 
ATCC PTA-515 


124-4 


Additional Indications 


NONE 


124-5 


Designated States for Which 
indications are IVIade 


all designated States 


124-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


125 

125-1 
125-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
12 


125-3 

125-3-1 

125-3-2 

125-3-3 
125-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Vxrgxnxa 20110-2209Unxted States or 
America 

19 October 1999 (19.10.1999) 
ATCC PTA-861 


125-4 


Additional Indications 


NONE 


125-5 


Designated States for Which 
Indications are Made 


all designated States 


125-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


126 

126-1 
12G-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
13 


126-3 

126-3-1 

128-3-2 

126-3-3 
126-3-4 


Identifrcation of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
vxrgxnxa ^uxxv ^^cvsyuxiiweci oucLwgs o£ 
America 

10 August 1999 (10.08.1999) 
ATCC PTA-518 


126^ 


Additional Indications 


NONE 


126-5 


Designated States for Which 
Indications are Made 


all designated States 


126-6 


Separate Furnishing f Indicatt ns 

These indications will be submitted to 
the tntemational Bureau later 


NONE 
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127 

127-1 

127-2 


The indications made b 1 w relat t 
the deposited microorganism(s) r 
other btologicai material referred to in 
the description on: 
page 

fine 


101 
14 


127-3 
127-3-1 

127-3-2 

127-3-3 
127-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Cult:ure Collect:xon 
10801 University Blvd. , Manassas, 
Vxrginxa 20110-2209Un3.ted States of 
America 

10 August 1999 (10.08.1999) 
ATCC PTA-512 


127-4 


Additional Indications 


NONE 


127-5 


Designated States for Which 
Indications are Made 


all designated States 


127-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


128 

128-1 
128-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
15 


128-3 
128-3-1 

128-3-2 

128-3-3 
128-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Vxrginia 20110-2209Unj.ted States of 
America 

03 August 1999 (03.08.1999) 
ATCC PTA-489 


128-4 


Additional Indications 


NONE 


128-5 


Designated States for Which 
Indications are Made 


all designated States 


128-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


129 

129-1 
129-2 


The indications made t>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
16 


129-3 
129-3-1 

129-3-2 

129-3-3 
129-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 

Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

31 August 1999 (31.08.1999) 
ATCC PTA-614 


129«4 


Additional Indications 


NONE 


129-5 


D signated States f r Which 
Indications are Made 


all designated States 
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129-6 



Separate Furnishing of Indicati ns 

These indications will be submitted to 
the International Bureau later 



NONE 



130 



130-1 
130-2 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
17 



130-3 

130-3-1 

130-3-2 



130-3-3 
130-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 

America 

16 November 1999 (16.11.1999) 
ATCC PTA-957 



130-4 



Additional Indications 



NONE 



130*5 



Designated States for Which 
Indications are Made 



all designated States 



130-8 



Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 



NONE 



131 



131-1 
131-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
18 



131-3 

131-3-1 

131-3-2 



131-3-3 
131-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt>er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

05 October 1999 (05.10.1999) 
ATCC PTA-819 



131-4 



Additional Indications 



NONE 



131-5 



Designated States for Which 
Indications are Made 



all designated States 



131>6 



Separate Furnishing of Indications 

These indications will l>e submitted to 
the International Bureau later 



NONE 



132 



132-1 
132-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
19 



132-3 

132-3-1 

132-3-2 



132-3-3 
132-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

18 September 1997 (18.09.1997) 
ATCC 209280 
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132^ 



Additi nal Indications 



NONE 



132-5 



Designated States for Which 
Indications are Made 



all designated S "tastes 



132-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



133 



133-1 
133-2 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
20 



133-3 

133-3-1 

133-3-2 



133-3-3 
133-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



i^erlcan Type Culture Collec1:ion 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

14 April 1998 (14.04.1998) 
ATCC 209772 



133-4 



Additional Indications 



NONE 



133-5 



Designated States for Which 
Indications are IVlade 



all designated States 



133-6 



Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 



NONE 



134 



134-1 
134-2 



The indications made below relate to 
the deposited microorganism (s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
21 



134-3 

134-3-1 

134-3-2 



134-3-3 
134-3-4 



identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd.", MeUiassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209375 



134-4 



Additional Indications 



NONE 



134-5 



Designated States for Which 
Indications are Made 



all designated States 



134-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



135 



135-1 
135-2 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
22 



184 



BNSDCX^ID: <WO 0140466A2J_> 



wo 01/40466 PCT/USOO/32678 



PCT 



P3330R1 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



135-3 
135-3-1 

135-3-2 



135-3-3 
135-3-4 



Identification of D posit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Nunnt>er 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

23 September 1997 (23.09.1997) 
ATCC 209296 



135-4 



Additional Indications 



NONE 



135-5 



Designated States for Which 
Indications are Made 



all designated States 



135^ 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



136 



136-1 
136-2 



The indications made t>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
23 



136-3 
136-3-1 

136-3-2 



136-3-3 
136-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt>er 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

18 September 1997 (18.09.1997) 
ATCC 209279 



136-4 



Additional Indications 



NONE 



136-5 



Designated States for Which 
indications are Made 



all designated States 



136-6 



Separate Fumisliing of Indications 

These indications wit) t>e submitted to 
the International Bureau later 



NONE 



137 



137-1 
137-2 



The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
24 



137-3 

137-3-1 

137-3-2 



137-3-3 
137.3r4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numi>er 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

05 March 1998 (05.03.1998) 
ATCC 209653 



137-4 



Additional Indications 



NONE 



137-5 



Designated States for Which 
Indications are Made 



all designated States 



137-6 



Separate Furnishing of Indicati ns 

These indications will be submitted to 
the International Bureau later 



NONE 
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138 

138-1 
138-2 


The indications mad bel w relate to 
the deposited microorganism(s) or 
other biological materia! referred to in 
the description on: 
page 

tine 


101 
25 


138-3 
138-3-1 

138-3-2 

138-3-3 
138-3-4 


Identification of Deni^it 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 

ATCC 2093S5 


138^ 


Additional Indications 


NONE 


138-5 


Designated States for Which 
Indications are Made 


all designated States 


138-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


139 

139-1 

139-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 

26 


139-3-1 
139-3-2 

139-3-3 
139-3-4 


luvnuficauon oi Lieposii 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209261 


139-4 


Additional indications 


NONE 


139-5 


Designated States for Which 
Indications are Made 


all designated States 


139-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 


NONE 


140 

140-1 
140-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
27 


140-3 
140-3-1 

140-3-2 

140-3-3 
140-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209384 


140-4 


Additional Indicati ns 


NONE 


140-5 


Designated States f r Which 
Indications are Mad 


all designated States 
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140-6 



Separate Furnishing of Indicati ns 

These indications will be submitted to 
the International Bureau later 



NONE 



141 



141-1 
141-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
28 



141-3 
141-3-1 

141-3-2 



141-3-3 
141-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collecbion 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209258 



141-4 



Additional Indications 



NONE 



141-5 



Designated States for Which 
Indications are Made 



all designated States 



141-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



142 



142-1 
142-2 



The indications made below relate to 
the deposited microorganism (s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
29 



142-3 

142-3-1 

142-3-2 



142-3-3 
142-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209257 



142-4 



Additional indications 



NONE 



142-5 



Designated States for Which 
Indications are Made 



all designated States 



142-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



143 



143-1 
143-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 



101 
30 



143-3 

143-3-1 

143-3-2 



143-3-3 
143-3-4 



Identification of Deposit 
Name of depositary institution 

Addr ss of depositary institution 



Date of deposK 
Accession Numb r 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

30 May 1997 (30-05.1997) 
ATCC 209087 
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143-4 


Additi nal IndicatI ns 


NONE 


143-5 


Designated States for Which 
Indications are Made 


all designated S'ta'tes 


143-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


144 

144-1 
144-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
31 


144-3 

144-3-1 

144-3-2 

144-3-3 
144-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collect:! on 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209381 


144-4 


Additional Indications 


NONE 


144-5 


Designated States for Which 
Indications are Made 


all designated States 


144-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


145 

145-1 
145-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
32 


145-3 

145-3-1 

145-3-2 

145-3-3 
145-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209262 


145-4 


Additional Indicatior^ 


NONE 


145-5 


Designated States for Which 
Indications are Made 


all designated States 


145-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


146 

146-1 
146-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


101 
33 
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146-3 
146-3-1 

146-3-2 

146-3-3 
146-3-4 


Identification f D posit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


i^erican Type Culture Collection 
10801 University Blvd., Manassas, 
Virgxnxa 20110-2209Unxtea States of 
America 

28 October 1997 (28.10.1997) 
ATCC 209420 


146^ 


Additional Indications 


NONE 


146-5 


Designated States for Which 
Indications are Made 


all designated States 


146-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


147 

147-1 
147-2 


The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
34 


147-3 

147-3-1 

147-3-2 

147-3-3 
147-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209256 


147-4 


Additional Indications 


NONE 


147-5 


Designated States for Which 
Indications are Made 


all designated States 


147-6 


Separate Furnishing of indications 

These indications will t>e submitted to 
the International Bureau later 


NONE 


148 

148-1 

< AO O 

148-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


101 
35 


148-3 
148-3-1 

148-3-2 

148-3-3 
148-3-4 


identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
vxrgxnxa ^uxxv^^^u^unx weci owa^es or 
America 

16 September 1997 (16.09.1997) 
ATCC 209251 


148-4 


Additional Indications 


NONE 


148-5 


Designated States for Which 
Indications are Made 


all designated States 


148-6 


Separate Furnishing f Indicati ns 

These indications will be submitted to 
the international Bureau later 


NONE 
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The indications made b low relate to 
the d p sited micr organism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
36 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collection 
10801 Unlvers±t:y Blvd., Manassas, 
Virginia 20110-2209Unlt:ed States of 
America 

16 Sepl^ember 1997 (16.09.1997) 
ATCC 209263 



Additional Indications 



NONE 



Designated States for Which 
Indications are (Made 



all designated S'tates 



Separate Furnishing of Indications 

These indications will be submitted to 
tiie International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 



101 
37 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'ture Collection 
10801 Unlversi'ty Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209264 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
38 



Identification of Deposit 
Nanne of depositary institution 

Address of depositary institution 



Dat of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209376 



Additi nal Indications 



NONE 



Designated State f r Which 
Indicati nsare IMade 



all designated States 
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151-6 



S parate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 



NONE 



152 



152-1 
152-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
39 



152-3 
152-3-1 

152-3-2 



152-3-3 
152-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 

America 

17 October 1997 (17.10.1997) 
ATCC 209391 



152-4 



Additional Indications 



NONE 



152-5 



Designated States for Which 
Indications are IVIade 



all designated States 



152-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



153 



153-1 
153-2 



The indications made below relate to 
the deposited microorganism(5) or 
other biological material referred to in 
the description on: 
page 

line 



101 
40 



153-3 
153-3-1 

153-3-2 



153-3-3 
153-3-4 



Identification of Deposit 
Name of depositary Institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

28 October 1997 (28.10.1997) 
ATCC 209417 



153-4 



Additional Indications 



NONE 



153-5 



Designated States for Which 
Indications are Made 



all designated States 



153-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



154 



154-1 
164-2 



The indications made below relate to 
the deposited niicroorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
41 



154-3 

154-3-1 

154-3-2 



154-3-3 
154-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209253 
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P3330R1 



Additi nal Indications 



NONE 



Designated States f r Which 
Indications are Made 



all designated Ste-tes 



Separate Furnishing of Indications 

These indicattons will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



101 
42 



American Type Cult:ure Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unli:ed States of 
America 

12 May 1998 (12.05.1998) 
ATCC 209855 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
43 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numk>er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 December 1997 (10.12.1997) 
ATCC 209526 



Additional Indications 



NONE 



Designated States for Which 
Indications are IWade 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
44 
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157-3 
157-3-1 

157-3-2 



157-3-3 

157-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209252 



157-4 



Additional Indications 



NONE 



157-5 



Designated States for Which 
Indications are IVIade 



all designated States 



157-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



15S 



158-1 
158-2 



The Indications Rr.ada below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
45 



158-3 
158-3-1 

158-3-2 



158-3-3 
158-3-4 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209374 



158-4 



Additional Indications 



NONE 



158-5 



Designated States for Which 
Indications are Made 



all designated States 



158-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



159 



159-1 
159-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 



101 
46 



159-3 
159-3-1 

159-3-2 



159-3-3 
159-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 December 1997 (10.12.1997) 
ATCC 209528 



159-4 



Additional Indications 



NONE 



159-5 



Designated States for Which 
Indications are Made 



all designated States 



159-6 



S parate Furnishing of Indtcati ns 

These indications will be submitted to 
the International Bureau later 



NONE 



193 



BNSDOCID: <WO ^014046GA2J_> 



wo 01/40466 



PCT/USOO/32678 



PCT 



P3330R1 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



The indicati ns made below relate to 
the dep sited micr rganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
47 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

16 September 1997 (16.09.1997) 
ATCC 209265 



AdditicnsS indscaticRs 



HOtiE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism<5) or 
other biological material referred to In 
the description on: 

page 

line 



101 
48 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 2 0110-22 09United States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209396 • 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganlsm(s) or 
other biological material referred to In 
the description on: 
page 

line 



101 
49 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

18 August 1997 (18.08.1997) 
ATCC 209201 



Additional Indications 



NONE 



Designated States f r Which 
Indications are IMad 



all designated States 
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162-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



163 



163-1 
163-2 



The indications made below relate to 

the deposited microorganism(s) or 

other biological material referred to in 

the description on: 

page 

line 



101 
50 



163-3 
163-3-1 

163-3-2 



163-3-3 
163-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American TyP® Cull^ure Collect:16n 
10801 Unxversx'ty Blvd. , Manassas, 
Virginia 20110-2209Unit:ed St:ates of 
America 

28 October 1997 (28,10.1997) 
ATCC 209416 



163-4 



Additional Indications 



NONE 



163-5 



Designated States for Which 
Indications are Made 



all designated States 



163-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



164 



164-1 
164-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
51 



164-3 
164-3-1 

164-3-2 



164-3-3 
164-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209403 



164-4 



Additional Indications 



NONE 



164-5 



Designated States for Which 
Indications are Made 



all designated States 



164-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



165 



165-1 
165-2 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



101 
52 



165-3 
165-3-1 

165-3-2 



165-3-3 
165-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt3er 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

28 October 1997 (28.10.1997) 
ATCC 209419 
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Additional Indicati ns 



NONE 



O signaled States f r Which 
Indications are Made 



all deslgnat:ed States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

tine 



101 
53 



Identification of Deposit 
Name of depositary institution 

Address of depository Institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
IGSCl University Blvd., Manassas, 
Virginia 20H0-2209United States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209402 



Additional indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
54 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 October 1997 (16.10.1997) 
ATCC 209378 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



101 
55 



196 



BNSOOCID: <WO 014046eA2J.> 



wo 01/40466 



PCT/USOO/32678 



PCT 



P3330R1 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



168-3 
168-3-1 

168-3-2 



168-3-3 
168-3-4 



Identification fD posit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

21 November 1997 (21.11.1997) 
ATCC 209489 



168-4 



Additional Indications 



NONE 



168-5 



Designated States for Which 
Indications are Made 



all designated States 



168-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the tnternational Bureau later 



NONE 



169 



169-1 

169-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
2 



169-3 
169-3-1 

169-3-2 



169-3-3 
169-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209401 



169^ 



Additional Indications 



NONE 



169-5 



Designated States for Which 
Indications are Made 



all designated States 



169-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



170 



170-1 

170-2 



The indications made t>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 



102 
3 



170-3 
170-3-1 

170-3-2 



170-3-3 
170-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-22 09Unlted States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209397 



170-4 



Additional Indications 



NONE 



170-5 



Designated States for Which 
Indications are Made 



all designated States 



170-6 



Separate Furnishing of Indications 

These indications will be submitted to 
th International Bureau later 



NONE 
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The indications made below relate to 
the d posited micr rganism(s) or 

ther biological material referred t in 
the description on: 

page 

line 



102 
4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209389 



Additional indications 



Designated States for Which 
Indications are IVIade 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made t>elow relate to 
the deposited fnicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
5 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

07 November 1997 (07.11.1997) 
ATCC 209438 



Additional indications 



NONE 



Designated States for Which 
Indications are HAade 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
6 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

21 November 1997 (21.11.1997) 
ATCC 209492 



AddiU nallndicati ns 



NONE 



Designated States for Which 
Indicati ns are Mad 



all designated States 
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P3330R1 



173-6 



Separat Furnishing of Indicati ns 

These indications will be submitted to 
the International Bureau later 



NONE 



174 



174-1 
174-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
7 



174-3 
174-3-1 

174-3-2 



1 / 4-3-3 
174-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culbure Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unlted States of 
America 

17 October 1997 (17.10.1997) 
ATCC 209388 



174-4 



Additional Indications 



NONE 



174-5 



Designated States for Which 
Indications are Made 



all designated States 



174-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



175 



175-1 
175-2 



The indications made below relate to 
the deposited microorganism (s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
8 



~175-3 
175-3-1 

175-3-2 



175-3-3 
175-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

07 November 1997 (07.11.1997) 
ATCC 209432 



175-4 



Additional Indications 



NONE 



175-5 



Designated States for Which 
Indications are Made 



all designated States 



175-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



176 



176-1 
176-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
9 



176-3 

176-3-1 

176-3-2 



176-3-3 
176-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt)er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

07 November 1997 (07.11.1997) 
ATCC 209439 
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Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated S'ta'bes 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited nnicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
10 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Cult:ure Collection 
1C8C1 UnlveirsxT^Y Blvd., Manassas, 
Virginia 20110-2209Unit:ed States o£ 
America 

07 November 1997 (07.11.1997) 
ATCC 209433 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
11 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt>er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

05 February 1998 (05.02.1998) 
ATCC 209618 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mIcroorganismCs) or 
other biological material referred to in 
the description on: 

page 

line 



102 
12 
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179-3 
179-3-1 

179-3-2 

179-3-3 
179-3-4 


Id ntification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collec1:±on 
10801 University Blvd., Manassas, 
Virginia 20110-2209Uniteci States of 
America 

21 November 1997 (21.11.1997) 
ATCC 209484 


179-4 


Additional Indications 


NONE 


179-5 


Designated States for Which 
Indications are Made 


all designated States 


179-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


180 

180-1 
180-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
13 


180-3 

180-3-1 

180-3-2 

180-3-3 
180-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

21 November 1997 (21.11.1997) 
ATCC 209487 


180^ 


Additional Indications 


NONE 


180-5 


Designated States for Which 
Indications are Made 


all designated States 


180-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 


NONE 


181 

181-1 
181-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 


102 
14 


181-3 
181-3-1 

181-3-2 

181-3-3 
181-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

07 November 1997 (07.11.1997) 
ATCC 209434 


181-4 


Additional Indications 


NONE 


181-5 


Designated States for Which 
Indications are Made 


all designated States 


181-6 


Separate Furnishing of Indications 

Thes indications will b submitted to 
the International Bureau later 


NONE 
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The Indications made below relate to 
the dep sited mIcroorganismCs) or 
other biological material referred to in 
the description on: 

page 

line 



102 
15 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

26 March 1998 (26.03.1998) 
ATCC 209704 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited micrborganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
16 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

28 April 1998 (28.04.1998) 
ATCC 209808 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
17 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

06 May 1998 (06.05.1998) 
ATCC 209847 



Additional Indicati ns 



NONE 



Designated States for Which 
Indications are (Made 



all designated States 
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184-6 



S pa rate Furnishing of Indicati ns 

These Indications will be submitted to 
the International Bureau later 



NONE 



185 



185-1 
185-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
18 



185-3 
185-3-1 

185-3-2 



185-3-3 
185-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
i^erica 

05 February 1998 (05.02.1998) 
ATCC 209616 



185-4 



Additional Indications 



NONE 



185-5 



Designated States for Which 
indications are Made 



all designated States 



185-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



186 



186-1 
186-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
19 



186-3 

186-3-1 

186-3-2 



186-3-3 
186-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
10801 University Blvd. ^ Manassas, 
Virginia 20110-2209United States of 
America 

05 February 1998 (05.02.1998) 
ATCC 209619 



186-4 



Additional Indications 



NONE 



186-5 



Designated States for Which 
Indications are Made 



all designated States 



186-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



187 



187-1 
187-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
20 



187-3 

187-3-1 

187-3-2 



187-3-3 
187-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203109 
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Additional Indications 



NONE 



Designated Stat s f r Which 
Indications are Made 



all desxgna'bed St:at:es 



Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
21 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collect:xon 
CSOl Unlversxby Blvd. , Manassas, 
Virginia 20110-'2209Unlt:ed States of 
America 

31 March 1998 (31.03.1998) 
ATCC 209715 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made tieiow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 

22 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numk)er 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States o£ 
America 

11 March 1998 (11.03.1998) 
ATCC 209669 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The Indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
23 
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190-3 
190-3-1 

190-3-2 



190-3-3 

190-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

23 June 1998 (23.06.1998) 
ATCC 203002 



190-4 



Additional indications 



NONE 



190-5 



Designated States for Which 
Indications are Made 



all designated States 



190-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



191 



191-1 
191-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
24 



191-3 
191-3-1 

191-3-2 



191-3-3 
191-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

26 March 1998 (26.03.1998) 
ATCC 209705 



191-4 



Additional indications 



NONE 



191-5 



Designated States for Which 
indications are IVIade 



all designated States 



191-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



192 



192-1 
192-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
25 



192-3 
192-3-1 

192-3-2 



192-3-3 
192-3^ 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209981 



192-4 



Additional indications 



NONE 



192-5 



Designated States for Which 
indications are Made 



all designated States 



192-6 



Separate Furnishing of Indications 

These indications will b submitted to 
the International Bureau later 



NONE 
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The indications made below relate to 
the deposited micr rganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
26 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'ture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

07 April 1998 (07.04.1998) 
ATCC 209749 



Additicr 



fidicaticRS 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications wi!l be submitted to 
the International Bureau later 



NOHE 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
27 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt)er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

12 May 1998 (12.05.1998) 
ATCC 209859 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
28 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United Stat:es of 
America 

06 May 1998 (06.05.1998) 
ATCC 209845 



Additional Indicati ns 



NONE 



Deslgnat d States for Which 
Indications are Made 



all designated Stages 
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195-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NOME 



196 



196-1 
196-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
29 



196-3 
196-3-1 

196-3-2 



1S6-3-3 
196-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Uate of deposit 
Accession Number 



American Type Cult:ure Colleci:±on 
10801 University Blvd. , Manassas, 
Virginia 20110-2209Unlted States of 
America 

07 April 1998 (07.04.1998) 
ATCC 209748 



196-4 



Additional Indications 



NONE 



196-5 



Designated States for Which 
Indications are Made 



all designated States 



196-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



197 



197-1 
197-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
30 



197-3 
197-3-1 

197-3-2 



197-3-3 

197-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203107 



197-4 



Additional Indications 



NONE 



197-5 



Designated States for Which 
Indications are Made 



all designated States 



197-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



198 



198-1 
198-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
31 



198-3 
198-3-1 

198-3-2 



198-3-3 
198-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

23 April 1998 (23.04.1998) 
ATCC 209801 
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198-4 


Additional Indicati ns 


NONE 


198-5 


Designated States f r Which 
Indications are Made 


all designated States 


198-6 


Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 


NONE 


199 

199-1 
199-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


102 
32 


199-3 

199.3-2 

199-3-3 
199-3-4 


Identification of Deposit 

iNaiTIc 01 ucpoallaiy inalllUllwll 

Address of depositary institution 

Date of deposit 
Accession Number 


Acaexi.can Type Cultuire Collection 
10801 Unxversxty Blvd. , Manassas, 
Virginia 20110-2209Unlted States of 
America 

09 June 1998 (09,06.1998) 
ATCC 209948 


199-4 


Additional Indications 


NONE 


199-5 


Designated States for Which 
Indications are Made 


designated States 


199-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


200 

200-1 
200-2 


The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
33 


200-3 
200-3-2 

200-3-3 

200-3-4 


Identification of Deposit 

iNomc 01 uc^pvoiidiy iiidUiuiiuii 

Address of depositary institution 

Date of deposit 

Accession Number 


Amerxcan Type Cul'b'uire ColXecbion 
10801 Unxversxty Blvd. , Manassas, 
Virginia 20110-2209Uni1:ed Stiates o£ 
America 

20 May 1998 (20.05.1998) 
ATCC 209883 


200-4 


Additional Indications 


NONE 


200-5 


Designated States for Which 
Indications are Made 


all designated States 


200-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


201 

201-1 
201-2 


The indications made l>eiow relate to 
the deposited mlcroorgani$m(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 
34 
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201-3 
201-3-1 

201-3-2 

201-3-3 
201-3-4 


Identification f Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 University Blvd. , Manassas, 
Virginia 20110-2209Unxted States of 
America 

01 July 1998 (01.07.1998) 
ATCC 203049 


201-4 


Additional Indications 


NONE 


201-5 


Designated States for Which 
Indications are Made 


all designated States 


201-6 


Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 


NONE 


202 

202-1 
202-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


102 
35 


202-3 
202-3-1 

202-3-2 

202-3-3 
202-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Amencan xj^pe i,«uXbure ^oxxecbion 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

06 May 1998 (06.05.1998) 
ATCC 209846 


202-4 


Additional Indications 


NONE 


202-5 


Designated States for Which 
Indications are Made 


all designated States 


202-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


203 

203-1 
203-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


102 
36 


203-3 

203-3-1 

203-3-2 

203-3-3 
203-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 Un±versxt:y Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

12 May 1998 (12.05.1998) 
ATCC 209857 


203-4 


Additional Indications 


NONE 


203-5 


Designated States for Which 
Indications are Made 


all designated States 


203-6 


Separate Fumishlng f Indications 

These indications will be submitt d to 
the International Bureau later 


NONE 
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204 



204-1 
204-2 



The indicati ns made below relate to 
the dep sit d micr organlsm(s) r 
other biological material referred to in 
the description on: 

page 

line 



102 
37 



204-3 

204-3-1 

204-3-2 



204-3-3 
204-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cult:ure Collectiion 
10801 Unlversltiy Blvd., Manassas, 
Virginia 20110-2209Unit:ed States o£ 
America 

14 May 1998 (14.05.1998) 
ATCC 209864 



2C4-4 



Additional Sndicaticns 



204-5 



Designated States for Which 
Indications are Made 



all designated States 



204-S 



Separate Furnishing of Indications 

These indications witi be submitted to 
the International Bureau later 



NONE 



205 



205- 1 

206- 2 



The indications made t>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
38 



205-3 

205-3-1 

205-3-2 



205-3-3 
205-3-4 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt>er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

20 May 1998 (20.05.1998) 
ATCC 209880 



205-4 



Additional Indications 



NONE 



205-5 



Designated States for Which 
Indications are Made 



all designated States 



205-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



206 



206-1 
206-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
39 



206-3 

206-3-1 

206-3-2 



206-3-3 
206-3-4 



Identification of Deposit 

Name of depositary Institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

14 May 1998 (14.05.1998) 
ATCC 209869 



206-4 



Additional Indicati ns 



NONE 



206-5 



D signat d States for Which 
Indications are Mad 



all designated States 
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206-6 



Separate Furnishing f Indlcati ns 

These indications will be submitted to 
the International Bureau later 



NONE 



207 



207-1 
207-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
40 



207-3 
207-3-1 

207-3-2 



207-3-3 
207-3-4 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cultiure Collect:±on 
10801 Unxverslt;y Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 June 1998 (09.06.1998) 
ATCC 209950 



207-4 



Additional Indications 



NONE 



207-5 



Designated States for Which 
Indications are Made 



all designated States 



207-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



208 



208-1 
208-2 



The indications made below relate to 
the deposited microorgantsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
41 



208-3 
208-3-1 

208-3-2 



208-3-3 
208-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

23 June 1998 (23.06.1998) 
ATCC 203008 



208-4 



Additional Indications 



NONE 



208-5 



Designated States for Which 
Indications are Made 



all designated States 



208-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



209 



209-1 
209-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
42 



209-3 
209-3-1 

209-3-2 



209-3-3 
209-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 June 1998 (23.06.1998) 

ATCC 203014 
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Additi nal Indicati ns 



NONE 



Designated States for Which 
Indications are Made 



all des±gnat:ed States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
43 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203110 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
44 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

23 June 1998 (23.06.1998) 
ATCC 203009 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism (s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
45 
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212-3 
212-3-1 

212-3-2 



212-3-3 
212-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Cul'bure Collecbion 
10801 University Blvd., Manassas, 
Virginia 20110-22 09Uni ted States of 
America 

09 June 1998 (09.06.1998) 
ATCC 209961 



212-4 



Additional Indications 



NONE 



212-5 



Designated States for Which 
Indications are IMade 



all designated States 



212-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



213 



213-1 
213-2 



the indications made betow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
46 



213-3 

213-3-1 

213-3-2 



213-3-3 
213-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 June 1998 (09.06. 1998> 
ATCC 209962 



213-4 



Additional Indications 



NONE 



213-5 



Designated States for Which 
Indications are IMade 



all designated States 



213^ 



Separate Furnishing of indications 

These indications will be submitted to 
the Intemationat Bureau later 



NONE 



214 



214-1 
214-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
47 



214-3 

214-3-1 

214-3-2 



214-3-3 
214-3-4 



Identification of E)eposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
10801 University Blvd« , Manassas, 
Virginia 20110-2209United States of 
America 

14 May 1998 (14.05.1998) 
ATCC 209866 



214*4 



Additional Indications 



NONE 



214-5 



Designated States for Which 
Indications are Made 



all designated States 



214-6 



S parate Furnishing of Indications 

These indications will be submitted to 
the International Bureau lat r 



NONE 



213 



BNSEXDCrO: <WO 01404e6A2J_> 



wo 01/40466 



PCT/USOO/32678 



PCT 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



P3330R1 



The indicati ns mad below retat to 
the dep sited micro rganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
48 



identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'kure Collect:ion 
10801 Univers±t:y Blvd., Manassas, 
Virginia 20110-2209Unit:ed States of 
America 

25 August 1998 (25.08.1998) 
ATCC 203157 



AdditScRs! !ndic2t!cr 



NONE 



Designated States for Which 
Indications are IMade 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
49 



identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203106 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

tine 



102 
50 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 June 1998 (09.06.1998) 
ATCC 209945 



Additional Indications 



NONE 



Designated Stat s f r Which 
Indicati ns are Mad 



all designated States 
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217^ 



Separat Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



218 



218-1 
218-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



102 
51 



218-3 
218-3-1 

218-3-2 



218-3-3 
218-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



uate of deposit 
Accession Number 



Amerxcan Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209989 



218-4 



Additional Indications 



NONE 



218-5 



Designated States for Which 
Indications are Made 



all designated States 



218-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 



NONE 



219 



219-1 
219-2 



The indications made below relate to 
the deposited niicroorganlsm(s) or 
other biological material referred to in 
the description on: 

page " 

line 



102 
52 



219-3 

219-3-1 

219-3-2 



219-3-3 

219-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

11 August 1998 (11.08.1998) 
ATCC 203108 



219-4 



Additional Indications 



NONE 



219-5 



Designated States for Which 
Indications are Made 



all designated States 



219-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 



NONE 



220 



220-1 
220-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



102 
53 



220-3 

220-3-1 

220-3-2 



220-3-3 

220-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

11 August 1998 (11.08.1998) 
ATCC 203111 
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220-4 


Additional indications 


NONE 


220-5 


Designated States f r Which 
Indications are Made 


all desxgna'bed S-bates 


220-6 


Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 


NONE 


221 

221-1 
221-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 


102 
54 


221-3 

221-3-1 

221-3-2 

221-3-3 
221-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Amezrxcan Type Culbuire Collecblon 
1C801 Xjn±sF&ics±tY Blvd., Manassas, 
Virginia 20110-2209Unibed States of 
America 

20 October 1998 (20.10.1998) 
ATCC 203359 


221-4 


Additional indications 


NONE 


221-5 


Designated States for Which 
Indications are Made 


all desicrnated States 


221-6 


Separate Furnishing of indications 

These indications will be submitted to 
the International Bureau later 


NONE 


222 

222-1 

222-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


102 

55 


222-3 

■ 222-3-1 

222-3-2 

222-3-3 
222-3-4 


Identification of Deposit 
Name of denositarv institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209988 


222-4 


Additional Indications 


NONE 


222-5 


Designated States for Which 
Indications are Made 


all designated States 


222-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


223 

223-1 

223-2 


The indications made t>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
2 
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223-3 
223-3-1 

223-3-2 



223-3-3 
223-3-4 



Identification fD posit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Nunnber 



American Type Cult:ure Collect:±on 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209978 



223-4 



Additional Indications 



NONE 



223-5 



Designated States for Which 
Indications are Made 



all designated States 



223-6 



Separate Furnishing of Indications 

These Indications will be submitted to 
the International Bureau later 



NONE 



224 



224-1 
224-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



103 
3 



224-3 

224-3-1 

224-3-2 



224-3-3 
224-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 August 1998 (04.08.1998) 
ATCC 203098 



224-4 



Additional Indications 



NONE 



224-5 



Designated States for Which 
Indications are Made 



all designated States 



224-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



225 



225-1 
225-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page 

line 



103 
4 



225-3 
225-3-1 

225-3-2 



225-3-3 
225-3-4 



Identification of Deposit 
Name of depositafy institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

16 June 1998 (16.06.1998) 
ATCC 209980 



225-4 



Additional Indications 



NONE 



225-5 



Designated States for Which 
Indications are Made 



all designated States 



225-6 



Separate Furnishing of Indications 

These indications will be submitted to 
th International Bureau later 



NONE 
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226 

226-1 
226-2 


The indications made below relate t 
the deposited micro rganism(s) r 
other biological material referred to in 
the description on: 

page 

line 


103 
5 


226-3 

226-3-1 

226-3-2 

226-3-3 
226-3-4 


Identification of Deposit 

Name of deno^itarv institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 Un±vers±t:y Blvd. , Manassas, 
Virginia 20110-2209Uni1:ed States of 
America 

04 August 1998 (04.08.1998) 
ATCC 203091 


226=4 




NOKE 


226-5 


Designated States for Which 
Indications are Made 


all designated States 


226-6 


Separate Furnishing of Indications 

These indications will be subnr»itted to 
the International Bureau later 


NONE 


227 

227-1 
227-2 


The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to In 
the description on: 

page 

line 


103 
6 


227-3 

f 1 

227-3-2 

227-3-3 
227-3-4 


Identification of Deposit 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 August 1998 (04.08.1998) 
ATCC 203090 


227-4 


Additional Indications 


NONE 


227-5 


Designated States for Which 
Indications are Made 


all designated States 


227-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


22B 

228-1 
228-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
7 


228-3 

228-3-1 

228-3-2 

228-3-3 
228-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 August 1998 (04.08.1998) 
ATCC 203092 


228-4 


Additional Indicati ns 


NONE 


228-5 


D signated States for Which 
Indications are Mad 


all designated States 
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228-6 


S parate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


229 

229-1 
229-2 


The indications made below relate to 
the deposited niicroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
8 


229-3 

229-3-1 

229-3-2 

229-3-3 
229-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 Universl'ty Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

10 November 1998 (10.11.1998) 
ATCC 203452 


229-4 


Additional Indications 


NONE 


229-5 


Designated States for Which 
Indications are Made 


all designated States 


229-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


230 

230-1 
230-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
9 


230-3 

230-3-1 

230-3-2 

230-3-3 
230-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 

Accession Number 


10801 Universl'ty Blvd., Manassas, 
Virginia 20110"2209Unit:ed St:at:es of 
America 

01 September 1998 (01.09.1998) 
ATCC 203173 


230-4 


Additional Indications 


NONE 


230-5 


Designated States for Which 
Indications are Made 


all designated States 


230-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Intemational Bureau later 


NONE 


231 

231-1 
231-2 


The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
10 


231-3 
231-3-1 

231-3-2 

231-3-3 
231-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 

Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

17 November 1998 (17.11.1998) 
ATCC 203464 
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231-4 


Additional Indicati ns 


NONE 


231-5 


Designated States for Which 
Indications are Made 


all designated States 


231-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


232 

232-1 
232-2 


The indications made below relate to 
the deposited nnicroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 

11 


232-3 

232-3-1 

232-3-2 

232-3-3 
232-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Numk>er 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

18 August 1998 (18.08.1998) 
ATCC 203132 


232-4 


Additional Indications 


NONE 


232-5 


Designated States for Which 
indications are Made 


all designated States 


232-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


233 

233-1 

233-2 


The indications made below relate to ' 
the deposited mtcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
12 


233-3 
233-3-1 

233-3-2 

233-3-3 
233-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Numt>er 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 September 1998 (09.09.1998) 
ATCC 203254 


233-4 


Additional Indications 


NONE 


233-5 


Designated States for Which 
Indications are Made 


all designated States 


233-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


234 . 

234-1 

234-2 


The indications made below relate to 
the deposited microorganl$m(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
13 
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234-3 

234*3-1 

234-3-2 



234-3-3 
234-3-4 



Identification f Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cultiure Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

20 October 1998 (20.10.1998) 
ATCC 203358 



234-4 



Additional Indications 



NONE 



234-5 



Designated States for Which 
indications are Made 



all designated States 



234-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



235 



235-1 
235-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological ntaterial referred to in 
the description on: 
page 

line 



103 
14 



235-3 
235-3-1 

235-3-2 



235-3-3 
235-3-4 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

04 August 1998 (04.08.1998) 
ATCC 203093 



235-4 



Additional Indications 



NONE 



235-5 



Designated States for Which 
Indications are IMade 



all designated States 



235-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



236 



236-1 
236-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
15 



236-3 
236-3-1 

236-3-2 



236-3-3 
236-3-4 



identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

03 November 1998 (03.11.1998) 
ATCC 203457 



236^ 



Additional Indications 



NONE 



236-5 



Designated States for Which 
Indications are Made 



all designated States 



236-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



221 



BNSOOCID: <WO 014O466A2J_> 



wo 01/40466 



PCTAJSOO/32678 



pQj P3330R1 

Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



237 

237-1 
237-2 


The indicati ns made below relate to 
the d p sit d micr organi5m(s) or 
other biological material referred to in 
the description on: 

page 

fine 


103 
16 


237-3 

£.0 1 -O- 1 

237-3-2 

237-3-3 
237-3-4 


Identification of Deposit 

INdlTit; {ji UcpUolldiy IflslllUllUII 

Address of depositary institution 

Date of deposit 
Accession Numt}er 


AmeiTiCcLn Type cuxTiiiire ^oxxecuxon 
10801 Universi'ty Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 September 1998 (09.09.1998) 
ATCC 203241 


237^ 


Additlcna! Indications 


NONE 


237-5 


Designated States for Which 
Indications are Made 


all desicmated States 


237-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


238 

238-1 
238-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
17 


238-3 

238-3-2 

238-3-3 
238-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 September 1998 (09.09.1998) 
ATCC 203249 


238-4 


Additional indications 


NONE 


238-5 


Designated States for Which 
Indications are Made 


all designated States 


238-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


239 

239-1 
239-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
18 


239-3 

239-3-1 

239-3-2 

239-3-3 
239-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Amerxcan xype L«uXL*ur6 v^o^xecu^vi/xi 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 September 1998 (09.09.1998) 
ATCC 203250 


239-4 


Additional Indicati ns 


NONE 


239-5 


D signaled States for Which 
Indications are Made 


all designated States 
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239-6 


S parate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 


NOME 


240 

240-1 
240-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
19 


240-3 
240-3-1 

240-3-2 

240-3-3 
240-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

18 August 1998 (18.08.1998) 
ATCC 203131 


240-4 


Additional Indications 


NONE 


240-5 


Designated States for Which 
Indications are Made 


all designated States 


240-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


241 

241-1 
241-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
20 


241-3 
241-3-1 

241-3-2 

241-3-3 
241-3-4 


Identification of Deposit 

Nam^ nf rtf^nnQitarv iriQtitiitinn 

■ Gallic Vl Uw|>fW9liai y 11 19LIIUUWI I 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

15 September 1998 (15.09.1998) 
ATCC 203223 


241-4 


Additional indications 


NONE 


241-5 


Designated States for Which 
Indications are Made 


all designated States 


241-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


242 

242-1 
242-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
21 


242-3 

242-3-1 

242-3-2 

242-3-3 
242-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

15 September 1998 (15.09.1998) 
ATCC 203233 
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242-4 


Additional Indicati ns 


NONE 


242-5 


Designated States f r Which 
Indications are Made 


all designated States 


242-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


243 

243-1 
243-2 


The indications made below relate to 
the deposited microor9anism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
22 


243-3 
243-3-1 

243-3-2 

243-3-3 
243-3-4 


Identification of Deposit 
Name of depositaiy institution 

Address of depositary institution 

Date of deposit 
Accession Number 


ICSOl University Blvd . , Manassas , 
Virginia 20110-2209United States of 
America 

09 September 1998 (09.09.1998) 
ATCC 203252 


243-4 


Additional Indications 


NONE 


243-5 


Designated States for Which 
Indications are Made 


all designated States 


243-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


244 

244-1 

244-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 


103 

23 


244-3 
244.3.1 

244-3-2 

244-3-3 
244-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 

Accession Number 


/Uu6f ican Xj^p6 \..uxc.uf 6 

10801 University Blvd., Manassas, 

Virginia 20110-2209United States of 

America 

17 November 1998 (17.11.1998) 
ATCC 203476 


244-4 


Additional Indications 


NONE 


244-5 


Designated States for Which 
Indications are Made 


all designated States 


244-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


245 

245-1 

245-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
24 
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245-3 
245-3-1 

245-3-2 

245-3-3 
245-3-4 


Identification f Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 Uziiverslt:y Blvd., Manassas, 
Virginia 20110-2209United S1:at:es of 
America 

04 August 1998 (04.08.1998) 
ATCC 203094 


245-4 


Additional Indications 


KONE 


245-5 


Designated States for Which 
indications are Made 


all designated States 


245-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the Internationai Bureau later 


NONE 


246 

246-1 
246-2 


The irsdicatior^s made beicw reSstc tc 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
25 


246-3 

246-3-1 

246-3-2 

246-3-3 
246-3-4 


identification of Deposit 

Nsim^ of ri^noQitsafv inQtHiifinn 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection. 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

15 September 1998 (15.09.1998) 
ATCC 203235 


246-4 


Additional indications 


NONE 


246-5 


Designated States for Which 
Indications are Made 


all designated States 


246-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


247 

247-1 
247-2 


The indications made t>elow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

tine 


103 
26 


247-3 

247-3-1 

247-3-2 

247-3-3 
247-3-4 


identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Amerxcan xype v^ux^ure ^oxxecwxon 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 September 1998 (22.09.1998) 
ATCC 203267 


247-4 


Additional Indications 


NONE 


247-5 


Designated States for Which 
Indications are Made 


all designated States 


247-6 


S parate Furnishing f Indicati ns 

These indications will be submitted to 
the International Bureau later 


NONE 
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248 

248-1 
248-2 


The indicati ns made b 1 w relate to 
the deposited micro rganism(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
27 


248-3 

240-3-1 

248-3-2 

248-3-3 
248-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Amerj-can Type Culture Collecbxon 
10801 Unlversi'ty Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 September 1998 (22.09.1998) 
ATCC 203282 


248-4 


Additional Sndicaticns 




248-5 


Designated States for Which 
indications are ItAade 




248-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


249 

249-1 
249-2 


The indications made tielow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 




249-3 

249-3-1 

249-3-2 

249-3-3 
249-3-4 


Identification of Deposit 

Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

09 February 1999 (09.02.1999) 
ATCC 203657 


249-4 


Additional Indications 


NONE 


249-5 


Designated States for Which 
Indications are IMade 


all dAsiana.ted States 


249-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


250 

250-1 
250-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 

page 

line 


103 
29 


250-3 

250-3-1 

250-3-2 

250-3-3 
250-3-4 


Identification of Deposit 

iNdriic ui ueposiiaiy insiiiuiion 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

22 September 1998 (22.09.1998) 
ATCC 203276 


250-4 


Additional Indications 


NONE 


250-5 


D signated States for Which 
Indicati ns are Made 


all designated States 



226 



BNSDOCIO: <WO ^0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



PCX P3330R1 

Original (for SUBMISSION) - printed on 01 .12.2000 02:57:35 PM 



250-6 


Separate Furnishing f Indicati ns 

These indications will be submitted to 
the Internationa) Bureau later 


NONE 


251 

251-1 
251-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
30 


251-3 
251-3-1 

251-3-2 

251-3-3 
251-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


10801 Unxvers±t:y Blvd., Manassas, 
Virginia 20110-2209Unit:ed States of 
America 

25 August 1998 (25.08.1998) 
ATCC 203160 


251-4 


Additional Indications 


NONE 


251-5 


Designated States for Which 
Indications are Made 


all designated States 


251-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


252 

252-1 
252-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to In 
the description on: 
page ~ 

line 


103 
31 


252-3 
252-3-1 

252-3-2 

252-3-3 
252-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Ainerxcan xype ^uxwure v»oxxec^xon 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

18 August 1998 (18.08.1998) 
ATCC 203135 


252^ 


Additional Indications 


NONE 


252-5 


Designated States for Which 
indications are Made 


all designated States 


252-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


253 

253-1 
253-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
32 


253-3 
253-3-1 

253-3-2 

253-3-3 

253-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

03 November 1998 (03.11.1998) 
ATCC 203459 
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Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



103 
33 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10 801 University Blvd., Hanassas, 
Virginia 20110-2209United States of 
America 

22 September 1998 (22.09,1998) 
ATCC 203270 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made tielow relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
34 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt>er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209Unlted States of 
America 

12 January 1999 (12.01.1999) 
ATCC 203573 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The Indications made t>elow relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 

35 
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256-3 
256-3-1 

256-3-2 

256-3-3 
256-3-4 


Identificati n f Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


AzneiTXCcin Tvoe Ctil'tui^e CoXXeefcion 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

17 Noveznber 1998 (17.11.1998) 
ATCC 203477 


256-4 


Additional Indications 


NONE 


256-5 


Designated States for Which 
Indications are Made 


all designated States 


266-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


257 

257-1 
257-2 


The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 


103 
36 


257-3 
257-3-1 

257-3-2 

257-3-3 
257-3-4 


Identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


Ainef xcan Xjfpe wure lurOXxeGbXon 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

06 October 1998 (06.10.1998) 
ATCC 203315 


257-4 


Additional Indications 


NONE 


257-5 


Designated States for Which 
Indications are Made 


all designated States 


257-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 


258 

258-1 

258-2 


The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 


103 
37 


258-3 
258-3-1 

258-3-2 

258-3-3 
258-3-4 


identification of Deposit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Number 


American Tvoe Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

06 October 1998 (06.10.1998) 
ATCC 203313 


258-4 


Additional Indications 


NONE 


258-5 


Designated States for Which 
Indications are Made 


all designated States 


258-6 


Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 


NONE 
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The Indications made below relate to 
the dep sited microorganlsm(s) r 
other bi t gical mat rial referred t in 
the description on: 

page 

line 



103 
38 



Identification of Deposit 

Name of depositary Institution 

Address of depositary Institution 



Date of deposit 
Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

27 October 1998 (27.10.1998) 
ATCC 203407 



AdditioRsi Indicat'cns 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NOME 



The indications made below relate to 
the deposited microorgani8m(s) or 
other biological material referred to in 
the description on: 

page 

line 



103 
39 



Identiricafipn of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numt)er 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203553 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made k>elow relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



103 
40 



Identification of Deposit 

Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Numb r 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

22 December 1998 (22.12.1998) 
ATCC 203549 



Additi nallndicati ns 



NONE 



Designated Stat sf r Which 
IndicatI ns are Made 



all designated States 



230 



BNSDOCID: <WO ^014046eA2J_> 



wo 01/40466 



PCT/USOO/32678 



PCT 



P3330R1 



Original (for SUBMISSION) - printed on 01.12.2000 02:57:35 PM 



261.6 



S parate Furnishing f Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



262 



262-1 
262-2 



The indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 

page 

line 



103 
41 



262-3 
262-3-1 

262-3-2 



262-3-3 
262-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 
Accession Number 



American Type Cul'bure Collec^xon 
10801 Unxversi'ty Blvd., Manassas, 
Virginia 20110-2209United S1:ates o£ 
America 

22 December 1998 (22.12.1998) 
ATCC 203550 



262-4 



Additional Indications 



NONE 



262-5 



Designated States for Which 
Indications are Made 



all designated S-tates 



262-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



263 



263-1 
263-2 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
42 



263-3 
263-3-1 

263-3-2 



263-3-3 

263-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States of 
America 

08 June 1999 (08.06.1999) 
ATCC PTA-204 



263-4 



Additional Indications 



NONE 



263-5 



Designated States for Which 
Indications are Made 



all designated States 



263-6 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



264 



264-1 
264-2 



The Indications made below relate to 
the deposited microorganlsm(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
43 



264-3 
264-3-1 

264-3-2 



264-3-3 
264-3-4 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Numtjer 



American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 20110-2209United States o£ 
America 

29 October 1998 (29.10.1998) 
ATCC 203391 
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Additional Indicati ns 



NONE 



Designated States for Which 
Indications are Made 



all designated Stat:es 



Separate Furnishing of Indications 

These indications will t>e submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 

page 

line 



103 
44 



identification of Deposit 
Name of depositary institution 

Address of depositary instituticn 



Date of deposit 
Accession Number 



Amerxcan Type Cul'bure Collection 
1C801 Universit:y Blvd. , Manassas, 
Virginia 20110-2209Unit;ed Stetes of 
America 

23 March 1999 (23.03.1999) 
ATCC 203863 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited mlcroorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
45 



Identification of Deposit 
Name of depositary institution 

Address of depositary institution 



Date of deposit 

Accession Number 



American Type Culture Collection 
10801 University Blvd. , Manassas, 
Virginia 20110-2209United States of 
America 

09 March 1999 (09.03.1999) 
ATCC 203834 



Additional Indications 



NONE 



Designated States for Which 
Indications are Made 



all designated States 



Separate Furnishing of Indications 

These indications will be submitted to 
the International Bureau later 



NONE 



The indications made below relate to 
the deposited microorganism(s) or 
other biological material referred to in 
the description on: 
page 

line 



103 
46 
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267-3 
267-3-1 

267-3-2 

267-3-3 
267-3-4 


Identification of D p sit 
Name of depositary institution 

Address of depositary institution 

Date of deposit 
Accession Nunnk>er 


American Type Culture Collection 
10801 University Blvd., Manassas, 
Virginia 2011 0-22 09Uni ted States of 
America 

20 July 1999 (20.07.1999) 
ATCC PTA-382 


267-4 


Additional Indications 


NONE 


267-5 


Designated States for Which 
Indications are Made 


all designated States 


267-6 


Separate Furnishing of Indications 

These indications will be subnnitted to 
the International Bureau later 


NONE 


FOR RECEIVING OFFICE USE ONLY 


0-4 


This form was received with the 
international application: 
(yes or no) 




0-4-1 


Authorized officer 




FOR INTERNATIONAL BUREAU USE ONLY 


0-5 


This form was received by the 
international Bureau on: 




0-5-1 


Authorized officer 
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WHAT LS CllAIMED IS : 

1 . Isolated nucleic acid having at least 80% nucleic acid sequence identity to a nucleotide sequence 
that encodes an amino acid sequence selected from the group consisting of the amino acid sequence shown in 
Figure 2 (SEQ ID NO:2), Figure 4 (SEQ ID NO:4). Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8). Figure 
10 (SEQ ID NO: 10), Figure 12 (SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16), 
5 Figure 18 (SEQ ID NO: 18), Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID 
NO:24), Figure 26 (SEQ ID NO:26), Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30). Figure 32 (SEQ 
ID NO:32), Figure 34 (SEQ ID NO:34), Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 
(SEQ ID NO:40). Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46). Figure 
48 (SEQ ID NO:48), Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54), 

10 Figure 56 (SEQ ID NO:56), Figure 58 (SEQ ID NO:58). Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID 
NO:62). Figure 64 (SEQ ID NO:64), Figure 66 (SEQ ID NO:66). Figure 68 (SEQ ID NO:68), Figure 70 (SEQ 
ID NO:70), Figure 72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 
(SEQ ID NO:78), Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 
86 (SEQ ID NO:86), Figure 88 (SEQ ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), 

15 Figure 94 (SEQ ID NO:94), Figure 96 (SEQ ID NO:96), Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID 
NO: 100), Figure 102 (SEQ ID NO: 102), Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 
108 (SEQ ID NO: 108), Figure 110 (SEQ ID NO: 110), Figure 112 (SEQ ID NO: 112), Figure 114 (SEQ ID 
NO: 114), Figure 116 (SEQ ID NO: 116), Figure 118 (SEQ ID NO: 1 18), Figure 120 (SEQ ID NO: 120), Figure 
122 (SEQ ID NO: 122), Figure 124 (SEQ ID NO: 124), Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID 

20 NO:128), Figure 130 (SEQ ID NO:130), Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 
136 (SEQ ID NO: 136), Figure 138 (SEQ ID NO: 138), Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID 
NO: 142), Figure 144 (SEQ ID NO: 144). Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148). Figure 
150 (SEQ ID NO: 150), Figure 152 (SEQ ID NO: 152), Figure 154 (SEQ ID NO: 154). Figure 156 (SEQ ID 
NO: 156), Figure 158 (SEQ ID NO: 158). Figure 160 (SEQ ID NO: 160), Figure 162 (SEQ ID NO: 162). Figure 

25 164 (SEQ ID NO: 164), Figure 166 (SEQ ID NO: 166). Figure 168 (SEQ ID NO: 168), Figure 170 (SEQ ID 
NO: 170), Figure 172 (SEQ ID NO: 172), Figure 174 (SEQ ID NO: 174), Figure 176 (SEQ ID NO: 176), Figure 
178 (SEQ ID NO:178), Figure 180 (SEQ ID NO:180), Figure 182 (SEQ ID NO:182), Figure 184 (SEQ ID 
NO:184), Figure 186 (SEQ ID NO:186). Figure 188 (SEQ ID NO: 188), Figure 190 (SEQ ID NO:190), Figure 
192 (SEQ ID NO:192), Figure 194 (SEQ ID NO:194), Figure 196 (SEQ ID NO: 196), Figure 198 (SEQ ID 

30 NO: 198), Figure 200 (SEQ ID NO:200), Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204). Figure 
206 (SEQ ID NO:206), Figure 208 (SEQ ID NO:208), Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID 
NO:212), Figure 214 (SEQ ID NO:214). Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 
220 (SEQ ID NO:220), Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID 
NO:226), Figure 228 (SEQ ID NO:228), Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232), Figure 

35 234 (SEQ ID NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID 
NO:240). Figure 242 (SEQ ID NO:242), Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 
248 (SEQ ID NO:248), Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID 

234 
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NO:254), Figure 256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 
262 (SEQ ID NO:262), Figure 264 (SEQ ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID 
NO: 268). Figure 270 (SEQ ID NO:270), Figure 272 (SEQ ID NO:272). Figure 274 (SEQ ID NO:274), Figure 
276 (SEQ ID NO:276), Figure 278 (SEQ ID NO:278). Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID 
NO:282), Figure 284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286). Figure 288 (SEQ ID NO:288). Figure 
5 290 (SEQ ID NO:290), Figure 292 (SEQ ID NO:292). Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID 
NO:2%). Figure 298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302), Figure 
304 (SEQ ID NO:304). Figure 306 (SEQ ID NO:306), Figure 308 (SEQ ID NO:308). Figure 310 (SEQ ID 
NO:310), Figure 312 (SEQ ID NO:312), Figure 314 (SEQ ID NO:314), Figure 316 (SEQ ID NO:316), Figure 
318 (SEQ ID NO:318). Figure 320 (SEQ ID NO:320), Figure 322 (SEQ ID NO:322). Figure 324 (SEQ ID 

10 NO:324), Figure 326 (SEQ ID NO:326). Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330), Figure 
332 (SEQ ID NO:332). Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID 
NO:338), Figure 340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342), Figure 344 (SEQ ID NO:344), Figure 
346 (SEQ ID NO:346). Figure 348 (SEQ ID NO:348), Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID 
NO:352). Figure 354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358), Figure 

15 360 (SEQ ID NO:360), Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364). Figure 366 (SEQ ID 
NO:366), Figure 368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372), Figure 
374 (SEQ ID NO:374), Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378). Figure 380 (SEQ ID 
NO:380), Figure 382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 
388 (SEQ ID NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID 

20 NO:394), Figure 396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400), Figure 
402 (SEQ ID NO:402). Figure 404 (SEQ ID NO:404). Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID 
NO:408). Figure 410 (SEQ ID NO:410), Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414). Figure 
416 (SEQ ID NO:416). Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID 
NO:422). Figure 424 (SEQ ID NO:424). Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 

25 430 (SEQ ID NO:430), Figure 432 (SEQ ID NO:432). Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID 
NO:436). Figure 438 (SEQ ID NO:438). Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442). Figure 
444 (SEQ ID NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448). Figure 450 (SEQ ID 
NO:450), Figure 452 (SEQ ID NO:452). Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 
458 (SEQ ID NO:458), Figure 460 (SEQ ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID 

30 NO:464), Figure 466 (SEQ ID NO:466). Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 
472 (SEQ ID NO:472), Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID 
NO:478), Figure 480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 
486 (SEQ ID NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490). Figure 492 (SEQ ID 
NO:492), Figure 494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496). Figure 498 (SEQ ID NO:498), Figure 

35 500 (SEQ ID NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504). Figure 506 (SEQ ID 
NO:506). Figure 508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 
514 (SEQ ID NO:5I4), Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID 
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NO:520), Figure 522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 
528 (SEQ ID NO:528), Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID 
NO:534), Figure 536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 
542 (SEQ ID NO:542). Figure 544 (SEQ ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID 
NO:548) and Figure 550 (SEQ ID NO:550). 

5 

2. Isolated nucleic acid having at least 80% nucleic acid sequence identity to a nucleotide sequence 
selected from the group consisting of the nucleotide sequence shown in Figure 1 (SEQ ID NO: 1), Figure 3 (SEQ 
ID NO:3), Figure 5 (SEQ ID NO:5), Figure 7 (SEQ ID NO:7), Figure 9 (SEQ ID NO:9), Figure 11 (SEQ ID 
NO: 11), Figure 13 (SEQ ID NO: 13). Figure 15 (SEQ ID NO: 15), Figure 17 (SEQ ID NO: 17). Figure 19 (SEQ 

10 ID NO: 19), Figure 21 (SEQ ID NO:21), Figure 23 (SEQ ID NO:23). Figure 25 (SEQ ID NO:25). Figure 27 
(SEQ ID NO:27), Figure 29 (SEQ ID NO:29). Figure 31 (SEQ ID NO:31), Figure 33 (SEQ ID NO:33). Figure 
35 (SEQ ID NO:35), Figure 37 (SEQ ID NO:37), Figure 39 (SEQ ID NO:39), Figure 41 (SEQ ID NO:41), 
Figure 43 (SEQ ID NO:43), Figure 45 (SEQ ID NO:45), Figure 47 (SEQ ID NO:47), Figure 49 (SEQ ID 
NO:49). Figure 51 (SEQ ID NO:51), Figure 53 (SEQ ID NO:53), Figure 55 (SEQ ID NO:55), Figure 57 (SEQ 

15 ID NO:57), Figure 59 (SEQ ID NO:59), Figure 61 (SEQ ID NO:61), Figure 63 (SEQ ID NO:63), Figure 65 
(SEQ ID NO:65), Figure 67 (SEQ ID NO:67), Figure 69 (SEQ ID NO:69), Figure 71 (SEQ ID NO:71). Figure 
73 (SEQ ID NO:73), Figure 75 (SEQ ID NO:75), Figure 77 (SEQ ID NO:77), Figure 79 (SEQ ID NO: 79). 
Figure 81 (SEQ ID NO:81), Figure 83 (SEQ ID NO:83), Figure 85 (SEQ ID NO:85), Figure 87 (SEQ ID 
NO:87), Figure 89 (SEQ ID NO:89), Figure 91 (SEQ ID NO:91), Figure 93 (SEQ ID NO:93). Figure 95 (SEQ 

20 ID NO:95). Figure 97 (SEQ ID NO:97). Figure 99 (SEQ ID NO:99). Figure 101 (SEQ ID NO: 101), Figure 
103 (SEQ ID NO: 103), Figure 105 (SEQ ID NO: 105), Figure 107 (SEQ ID NO: 107), Figure 109 (SEQ ID 
NO: 109), Figure 1 1 1 (SEQ ID NO: 1 1 1). Figure 1 13 (SEQ ID NO: 1 13), Figure 1 15 (SEQ ID NO: 1 15). Figure 
117 (SEQ ID NO: 117), Figure 119 (SEQ ID NO: 119), Figure 121 (SEQ ID NO: 121), Figure 123 (SEQ ID 
NO: 123). Figure 125 (SEQ ID NO:125), Figure 127 (SEQ ID NO:127). Figure 129 (SEQ ID NO:129), Figure 

25 131 (SEQ ID NO:131), Figure 133 (SEQ ID NO:133), Figure 135 (SEQ ID NO:135), Figure 137 (SEQ ID 
NO: 137). Figure 139 (SEQ ID NO: 1390), Figure 141 (SEQ ID NO: 14 1), Figure 143 (SEQ ID NO: 143), Figure 
145 (SEQ ID NO: 145), Figure 147 (SEQ ID NO: 147). Figure 149 (SEQ ID NO: 149), Figure 151 (SEQ ID 
NO:151). Figure 153 (SEQ ID NO:153). Figure 155 (SEQ ID NO:155). Figure 157 (SEQ ID NO:157), Figure 
159 (SEQ ID NO: 159). Figure 161 (SEQ ID NO: 161), Figure 163 (SEQ ID NO: 163), Figure 165 (SEQ ID 

30 NO:165). Figure 167 (SEQ ID NO:167), Figure 169 (SEQ ID NO:169), Figure 171 (SEQ ID NO:171), Figure 
173 (SEQ ID NO: 173), Figure 175 (SEQ ID NO: 175), Figure 177 (SEQ ID NO: 177). Figure 179 (SEQ ID 
NO: 179). Figure 181 (SEQ ID NO: 181), Figure 183 (SEQ ID NO: 183). Figure 185 (SEQ ID NO: 185), Figure 
187 (SEQ ID NO:187). Figure 189 (SEQ ID NO:189), Figure 191 (SEQ ID NO: 191). Figure 193 (SEQ ID 
NO: 193), Figure 195 (SEQ ID NO: 195), Figure 197 (SEQ ID NO: 197). Figure 199 (SEQ ID NO: 199). Figure 

35 201 (SEQ ID NO:20i), Figure 203 (SEQ ID NO:203), Figure 205 (SEQ ID NO:205), Figure 207 (SEQ ID 
NO:207), Figure 209 (SEQ ID NO:209). Figure 21 1 (SEQ ID NO:21 1). Figure 213 (SEQ ID NO:213), Figure 
215 (SEQ ID NO:215). Figure 217 (SEQ ID NO:217). Figure 219 (SEQ ID NO:219), Figure 221 (SEQ ID 
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NO:221), Figure 223 (SEQ ID NO:223), Figure 225 (SEQ ID NO:225), Figure 227 (SEQ ID NO:227), Figure 
229 (SEQ ID NO:229), Figure 231 (SEQ ID NO:231). Figure 233 (SEQ ID NO:233), Figure 235 (SEQ ID 
NO:235), Figure 237 (SEQ ID NO:237), Figure 239 (SEQ ID NO:239). Figure 241 (SEQ ID NO:241). Figure 
243 (SEQ ID NO:243), Figure 245 (SEQ ID NO:245), Figure 247 (SEQ ID NO:247), Figure 249 (SEQ ID 
NO:249), Figure 251 (SEQ ID NO:251), Figure 253 (SEQ ID NO:253), Figure 255 (SEQ ID NO:255), Figure 
5 257 (SEQ ID NO:257), Figure 259 (SEQ ID NO:259), Figure 261 (SEQ ID NO:261). Figure 263 (SEQ ID 
NO:263), Figure 265 (SEQ ID NO:265), Figure 267 (SEQ ID NO:267), Figure 269 (SEQ ID NO:269), Figure 
271 (SEQ ID NO:271), Figure 273 (SEQ ID NO:273), Figure 275 (SEQ ID NO:275). Figure 277 (SEQ ID 
NO:277). Figure 279 (SEQ ID NO:279). Figure 281 (SEQ ID NO:281), Figure 283 (SEQ ID NO:283), Figure 
285 (SEQ ID NO:285), Figure 287 (SEQ ID NO:287). Figure 289 (SEQ ID NO:289). Figure 291 (SEQ ID 

10 NO:291). Figure 293 (SEQ ID NO:293), Figure 295 (SEQ ID NO:295), Figure 297 (SEQ ID NO:297), Figure 
299 (SEQ ID NO:299), Figure 301 (SEQ ID NO:301), Figure 303 (SEQ ID NO:303), Figure 305 (SEQ ID 
NO:305), Figure 307 (SEQ ID NO:307). Figure 309 (SEQ ID NO:309), Figure 3 1 1 (SEQ ID NO:31 1), Figure 
313 (SEQ ID NO:3l3). Figure 315 (SEQ ID NO:315), Figure 317 (SEQ ID NO:317), Figure 319 (SEQ ID 
NO:319), Figure 321 (SEQ ID NO:321), Figure 323 (SEQ ID NO:323), Figure 325 (SEQ ID NO:325), Figure 

15 327 (SEQ ID NO:327), Figure 329 (SEQ ID NO:329), Figure 331 (SEQ ID NO:331), Figure 333 (SEQ ID 
NO:333), Figure 335 (SEQ ID NO:335). Figure 337 (SEQ ID NO:337), Figure 339 (SEQ ID NO:339), Figure 
341 (SEQ ID NO:341), Figure 343 (SEQ ID NO:343). Figure 345 (SEQ ID NO:345), Figure 347 (SEQ ID 
NO:347). Figure 349 (SEQ ID NO:349), Figure 351 (SEQ ID NO:351), Figure 353 (SEQ ID NO:353), Figure 
355 (SEQ ID NO:355), Figure 357 (SEQ ID NO:357), Figure 359 (SEQ ID NO:359), Figure 361 (SEQ ID 

20 NO:361), Figure 363 (SEQ ID NO:363), Figure 365 (SEQ ID NO:365), Figure 367 (SEQ ID NO:367), Figure 
369 (SEQ ID NO:369), Figure 371 (SEQ ID NO:371), Figure 373 (SEQ ID NO:373), Figure 375 (SEQ ID 
NO:375), Figure 377 (SEQ ID NO:377). Figure 379 (SEQ ID NO:379), Figure 381 (SEQ ID NO:381), Figure 
383 (SEQ ID NO:383), Figure 385 (SEQ ID NO:385), Figure 387 (SEQ ID NO:387), Figure 389 (SEQ ID 
NO:389), Figure 391 (SEQ ID NO:391), Figure 393 (SEQ ID NO:393), Figure 395 (SEQ ID NO:395). Figure 

25 397 (SEQ ID NO:397), Figure 399 (SEQ ID NO:399), Figure 401 (SEQ ID NO:401), Figure 403 (SEQ ID 
NO:403), Figure 405 (SEQ ID NO:405), Figure 407 (SEQ ID NO:407), Figure 409 (SEQ ID NO:409). Figure 
411 (SEQ ID NO:411), Figure 413 (SEQ ID NO:413), Figure 415 (SEQ ID NO:415), Figure 417 (SEQ ID 
NO:417), Figure 419 (SEQ ID NO:419), Figure 421 (SEQ ID NO:421). Figure 423 (SEQ ID NO:423), Figure 
425 (SEQ ID NO:425), Figure 427 (SEQ ID NO:427). Figure 429 (SEQ ID NO:429), Figure 431 (SEQ ID 

30 NO:431), Figure 433 (SEQ ID NO:433), Figure 435 (SEQ ID NO:435), Figure 437 (SEQ ID NO:437), Figure 
439 (SEQ ID NO:439), Figure 441 (SEQ ID NO:441), Figure 443 (SEQ ID NO:443), Figure 445 (SEQ ID 
NO:445), Figure 447 (SEQ ID NO:447), Figure 449 (SEQ ID NO:449), Figure 451 (SEQ ID NO:451), Figure 
453 (SEQ ID NO:453), Figure 455 (SEQ ID NO:455), Figure 457 (SEQ ID NO:457). Figure 459 (SEQ ID 
NO:459), Figure 461 (SEQ ID NO:461), Figure 463 (SEQ ID NO:463), Figure 465 (SEQ ID NO:465), Figure 

35 467 (SEQ ID NO:467), Figure 469 (SEQ ID NO:469), Figure 471 (SEQ ID NO:471), Figure 473 (SEQ ID 
NO:473). Figure 475 (SEQ ID NO:475), Figure 477 (SEQ ID NO:477), Figure 479 (SEQ ID NO:479), Figure 
481 (SEQ ID NO:481), Figure 483 (SEQ ID NO:483), Figure 485 (SEQ ID NO:485), Figure 487 (SEQ ID 
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NO:487), Figure 489 (SEQ ID NO:489), Figure 491 (SEQ ID NO:491), Figure 493 (SEQ ID NO:493), Figure 
495 (SEQ ID NO:495), Figure 497 (SEQ ID NO:497), Figure 499 (SEQ ID NO:499), Figure 501 (SEQ ID 
NO:501), Figure 503 (SEQ ID NO:503), Figure 505 (SEQ ID NO:505). Figure 507 (SEQ ID NO:507), Figure 
509 (SEQ ID NO:509). Figure 511 (SEQ ID NO:511), Figure 513 (SEQ ID NO:513), Figure 515 (SEQ ID 
NO:515), Figure 517 (SEQ ID NO:517), Figure 519 (SEQ ID NO:519), Figure 521 (SEQ ID NO:521). Figure 
5 523 (SEQ ID NO:523), Figure 525 (SEQ ID NO:525), Figure 527 (SEQ ID NO:527), Figure 529 (SEQ ID 
NO:529), Figure 531 (SEQ ID NO:531), Figure 533 (SEQ ID NO:533). Figure 535 (SEQ ID NO:535). Figure 
537 (SEQ ID NO:537). Figure 539 (SEQ ID NO:539). Figure 541 (SEQ ID NO:541), Figure 543 (SEQ ID 
NO:543). Figure 545 (SEQ ID NO:545), Figure 547 (SEQ ID NO:547) and Figure 549 (SEQ ID NO:549). 

10 3 . Isolated nucleic acid having at least 80 % nucleic acid sequence identity to a nucleotide sequence 

selected from the group consisting of the full-length coding sequence of the nucleotide sequence shown in Figure 
1 (SEQ ID NO:l), Figure 3 (SEQ ID NO:3). Figure 5 (SEQ ID NO:5). Figure 7 (SEQ ID NO:7). Figure 9 
(SEQ ID NO:9). Figure 11 (SEQ ID NO:ll), Figure 13 (SEQ ID NO:13), Figure 15 (SEQ ID NO:15), Figure 
17 (SEQ ID NO: 17), Figure 19 (SEQ ID NO: 19), Figure 21 (SEQ ID NO:21), Figure 23 (SEQ ID NO:23), 

15 Figure 25 (SEQ ID NO:25), Figure 27 (SEQ ID NO:27), Figure 29 (SEQ ID NO:29), Figure 31 (SEQ ID 
NO:31), Figure 33 (SEQ ID NO:33), Figure 35 (SEQ ID NO:35), Figure 37 (SEQ ID NO:37), Figure 39 (SEQ 
ID NO:39), Figure 41 (SEQ ID NO:41), Figure 43 (SEQ ID NO:43), Figure 45 (SEQ ID NO:45), Figure 47 
(SEQ ID NO:47), Figure 49 (SEQ ID NO:49), Figure 51 (SEQ ID NO:51), Figure 53 (SEQ ID NO:53), Figure 
55 (SEQ ID NO:55), Figure 57 (SEQ ID NO:57), Figure 59 (SEQ ID NO:59), Figure 61 (SEQ ID NO:61). 

20 Figure 63 (SEQ ID NO:63), Figure 65 (SEQ ID NO:65). Figure 67 (SEQ ID NO:67), Figure 69 (SEQ ID 
NO:69). Figure 71 (SEQ ID NO:71), Figure 73 (SEQ ID NO:73), Figure 75 (SEQ ID NO:75), Figure 77 (SEQ 
ID NO:77), Figure 79 (SEQ ID NO:79), Figure 81 (SEQ ID NO:81), Figure 83 (SEQ ID NO:83), Figure 85 
(SEQ ID NO:85), Figure 87 (SEQ ID NO:87), Figure 89 (SEQ ID NO:89), Figure 91 (SEQ ID NO:91). Figure 
93 (SEQ ID NO:93), Figure 95 (SEQ ID NO:95), Figure 97 (SEQ ID NO:97), Figure 99 (SEQ ID NO:99). 

25 Figure 101 (SEQ ID NO: 101), Figure 103 (SEQ ID NO: 103). Figure 105 (SEQ ID NO: 105), Figure 107 (SEQ 
ID NO: 107). Figure 109 (SEQ ID NO: 109), Figure 111 (SEQ ID NO: 111), Figure 113 (SEQ ID NO: 113), 
Figure 1 15 (SEQ ID NO: 1 15). Figure 1 17 (SEQ ID NO: 1 17), Figure 1 19 (SEQ ID NO: 1 19), Figure 121 (SEQ 
ID NO: 121), Figure 123 (SEQ ID NO: 123), Figure 125 (SEQ ID NO: 125). Figure 127 (SEQ ID NO: 127), 
Figure 129 (SEQ ID NO: 129), Figure 131 (SEQ ID NO: 131), Figure 133 (SEQ ID NO: 133), Figure 135 (SEQ 

30 ID NO:135), Figure 137 (SEQ ID NO:137), Figure 139 (SEQ ID NO:1390), Figure 141 (SEQ ID NO:141), 
Figure 143 (SEQ ID NO: 143), Figure 145 (SEQ ID NO: 145), Figure 147 (SEQ ID NO: 147), Figure 149 (SEQ 
ID NO:149), Figure 151 (SEQ ID NO:151), Figure 153 (SEQ ID NO:153), Figure 155 (SEQ ID NO:155), 
Figure 157 (SEQ ID NO: 157), Figure 159 (SEQ ID NO: 159), Figure 161 (SEQ ID NO: 161), Figure 163 (SEQ 
ID NO: 163), Figure 165 (SEQ ID NO: 165), Figure 167 (SEQ ID NO: 167), Figure 169 (SEQ ID NO: 169), 

35 Figure 171 (SEQ ID NO: 171), Figure 173 (SEQ ID NO:173), Figure 175 (SEQ ID NO: 175), Figure 177 (SEQ 
ID NO: 177), Figure 179 (SEQ ID NO: 179), Figure 181 (SEQ ID NO: 181), Figure 183 (SEQ ID NO: 183), 
Figure 185 (SEQ ID NO: 185). Figure 187 (SEQ ID NO: 187), Figure 189 (SEQ ID NO: 189). Figure 191 (SEQ 
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ID NO: 191). Figure 193 (SEQ ID NO: 193), Figure 195 (SEQ ID NO: 195). Figure 197 (SEQ ID NO: 197). 
Figure 199 (SEQ ID NO: 199). Figure 201 (SEQ ID NO:201). Figure 203 (SEQ ID NO:203), Figure 205 (SEQ 
ID NO:205), Figure 207 (SEQ ID NO:207), Figure 209 (SEQ ID NO:209), Figure 211 (SEQ ID NO:21l'). 
Figure 213 (SEQ ID NO:213). Figure 215 (SEQ ID NO:215). Figure 217 (SEQ ID NO:217). Figure 219 (SEQ 
ID NO:219), Figure 221 (SEQ ID NO:221), Figure 223 (SEQ ID NO:223). Figure 225 (SEQ ID NO:225), 
5 Figure 227 (SEQ ID NO:227), Figure 229 (SEQ ID NO:229). Figure 231 (SEQ ID NO:231). Figure 233 (SEQ 
ID NO:233), Figure 235 (SEQ ID NO:235), Figure 237 (SEQ ID NO:237). Figure 239 (SEQ ID NO:239). 
Figure 241 (SEQ ID NO:241), Figure 243 (SEQ ID NO:243). Figure 245 (SEQ ID NO:245), Figure 247 (SEQ 
ID NO:247). Figure 249 (SEQ ID NO:249). Figure 251 (SEQ ID NO:251), Figure 253 (SEQ ID NO:253). 
Figure 255 (SEQ ID NO:255), Figure 257 (SEQ ID NO:257), Figure 259 (SEQ ID NO:259), Figure 261 (SEQ 

10 ID NO:261), Figure 263 (SEQ ID NO:263). Figure 265 (SEQ ID NO:265). Figure 267 (SEQ ID NO:267), 
Figure 269 (SEQ ID NO:269). Figure 271 (SEQ ID NO:271). Figure 273 (SEQ ID NO:273). Figure 275 (SEQ 
ID NO:275). Figure 277 (SEQ ID NO:277), Figure 279 (SEQ ID NO:279). Figure 281 (SEQ ID NO:281), 
Figure 283 (SEQ ID NO:283), Figure 285 (SEQ ID NO:285), Figure 287 (SEQ ID NO:287), Figure 289 (SEQ 
ID NO:289), Figure 291 (SEQ ID NO:291), Figure 293 (SEQ ID NO:293), Figure 295 (SEQ ID NO:295), 

15 Figure 297 (SEQ ID NO:297), Figure 299 (SEQ ID NO:299), Figure 301 (SEQ ID NO:301), Figure 303 (SEQ 
ID NO:303), Figure 305 (SEQ ID NO:305). Figure 307 (SEQ ID NO:307). Figure 309 (SEQ ID NO:309), 
Figure 311 (SEQ ID NO:31 1), Figure 313 (SEQ ID NO:313), Figure 315 (SEQ ID NO:315), Figure 317 (SEQ 
ID NO:317), Figure 319 (SEQ ID NO:319). Figure 321 (SEQ ID NO:321). Figure 323 (SEQ ID NO:323), 
Figure 325 (SEQ ID NO:325), Figure 327 (SEQ ID NO:327). Figure 329 (SEQ ID NO:329). Figure 331 (SEQ 

20 ID NO:331), Figure 333 (SEQ ID NO:333), Figure 335 (SEQ ID NO:335), Figure 337 (SEQ ID NO:337). 
Figure 339 (SEQ ID NO:339). Figure 341 (SEQ ID NO:341), Figure 343 (SEQ ID NO:343). Figure 345 (SEQ 
ID NO:345). Figure 347 (SEQ ID NO:347). Figure 349 (SEQ ID NO:349), Figure 351 (SEQ ID NO:351), 
Figure 353 (SEQ ID NO:353). Figure 355 (SEQ ID NO:355), Figure 357 (SEQ ID NO:357), Figure 359 (SEQ 
ID NO:359). Figure 361 (SEQ ID NO:361), Figure 363 (SEQ ID NO:363). Figure 365 (SEQ ID NO:365), 

25 Figure 367 (SEQ ID NO:367). Figure 369 (SEQ ID NO:369), Figure 371 (SEQ ID NO:371). Figure 373 (SEQ 
ID NO:373). Figure 375 (SEQ ID NO:375). Figure 377 (SEQ ID NO:377), Figure 379 (SEQ ID NO:379), 
Figure 381 (SEQ ID NO:381), Figure 383 (SEQ ID NO:383), Figure 385 (SEQ ID NO:385), Figure 387 (SEQ 
ID NO:387). Figure 389 (SEQ ID NO:389), Figure 391 (SEQ ID NO:391), Figure 393 (SEQ ID NO:393). 
Figure 395 (SEQ ID NO:395), Figure 397 (SEQ ID NO:397), Figure 399 (SEQ ID NO:399), Figure 401 (SEQ 

30 ID NO:401), Figure 403 (SEQ ID NO:403). Figure 405 (SEQ ID NO:405), Figure 407 (SEQ ID NO:407), 
Figure 409 (SEQ ID NO:409), Figure 41 1 (SEQ ID NO:41 1), Figure 413 (SEQ ID NO:413), Figure 415 (SEQ 
ID NO:415), Figure 417 (SEQ ID NO:417). Figure 419 (SEQ ID NO:419). Figure 421 (SEQ ID NO:421), 
Figure 423 (SEQ ID NO:423), Figure 425 (SEQ ID NO:425), Figure 427 (SEQ ID NO:427), Figure 429 (SEQ 
ID NO:429), Figure 431 (SEQ ID NO:431), Figure 433 (SEQ ID NO:433). Figure 435 (SEQ ID NO:435), 

35 Figure 437 (SEQ ID NO:437), Figure 439 (SEQ ID NO:439), Figure 441 (SEQ ID NO:44 1). Figure 443 (SEQ 
ID NO:443). Figure 445 (SEQ ID NO:445), Figure 447 (SEQ ID NO:447), Figure 449 (SEQ ID NO:449). 
Figure 451 (SEQ ID NO:451), Figure 453 (SEQ ID NO:453), Figure 455 (SEQ ID NO:455), Figure 457 (SEQ 
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ID NO:457), Figure 459 (SEQ ID NO:459), Figure 461 (SEQ ID NO:461), Figure 463 (SEQ ID NO:463), 
Figure 465 (SEQ ID NO:465), Figure 467 (SEQ ID NO:467), Figure 469 (SEQ ID NO:469), Figure 471 (SEQ 
ID NO:471), Figure 473 (SEQ ID NO:473), Figure 475 (SEQ ID NO:475), Figure 477 (SEQ ID NO:477), 
Figure 479 (SEQ ID NO:479), Figure 481 (SEQ ID NO:481), Figure 483 (SEQ ID NO:483), Figure 485 (SEQ 
ID NO:485), Figure 487 (SEQ ID NO:487), Figure 489 (SEQ ID NO:489), Figure 491 (SEQ ID NO:491), 
5 Figure 493 (SEQ ID NO:493), Figure 495 (SEQ ID NO:495), Figure 497 (SEQ ID NO:497)» Figure 499 (SEQ 
ID NO:499). Figure 501 (SEQ ID NO:501), Figure 503 (SEQ ID NO:503), Figure 505 (SEQ ID NO:505), 
Figure 507 (SEQ ID NO:507), Figure 509 (SEQ ID NO:509), Figure 511 (SEQ ID NO:51 1), Figure 513 (SEQ 
ID NO:513), Figure 515 (SEQ ID NO:515), Figure 517 (SEQ ID NO:517). Figure 519 (SEQ ID NO:519), 
Figure 521 (SEQ ID NO:521), Figure 523 (SEQ ID NO:523), Figure 525 (SEQ ID NO:525), Figure 527 (SEQ 
10 ID NO:527). Figure 529 (SEQ ID NO:529), Figure 531 (SEQ ID NO:531), Figure 533 (SEQ ID NO:533), 
Figure 535 (SEQ ID NO:535), Figure 537 (SEQ ID NO:537), Figure 539 (SEQ ID NO:539), Figure 541 (SEQ 
ID NO:541), Figure 543 (SEQ ID NO:543), Figure 545 (SEQ ID NO:545). Figure 547 (SEQ ID NO:547) and 
Figure 549 (SEQ ID NO:549). 

15 4. Isolated nucleic acid having at least 80 % nucleic acid sequence identity to the full-length coding 

sequence of the DNA deposited under any ATCC accession number shown in Table 7. 

5. A vector comprising the nucleic acid of Claim 1 . 

20 6. The vector of Claim 5 operably linked to control sequences recognized by a host cell 

transformed widi the vector. 

7. A host cell comprising the vector of Claim 5. 

25 8. The host cell of Claim 7, wherein said cell is a CHO cell. 

9. The host cell of Claim 7, wherein said cell is an E. coli, 

10. The host cell of Claim 7, wherein said cell is a yeast cell. 

30 

11. A process for producing a PRO polypeptides comprising culturing the host cell of Claim 7 
under conditions suitable for expression of said PRO polypeptide and recovering said PRO polypeptide from the 
cell culture. 

35 12. An isolated pol)T)eptide having at least 80% amino acid sequence identity to an amino acid 

sequence selected from the group consisting of the amino acid sequence shown in Figure 2 (SEQ ID NO: 2), 
Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID N0:6). Figure 8 (SEQ ID NO:8), Figure 10 (SEQ ID NO: 10), 
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Figure 12 (SEQ ID NO:12). Figure 14 (SEQ ID NO:14), Figure 16 (SEQ ID NO:16), Figure 18 (SEQ ID 
NO: 18), Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22). Figure 24 (SEQ ID NO:24), Figure 26 (SEQ 
ID NO:26). Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32), Figure 34 
(SEQ ID NO:34). Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40), Figure 
42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46), Figure 48 (SEQ ID NO:48), 
5 Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54), Figure 56 (SEQ ID 
NO:56), Figure 58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 {SEQ 
ID NO:64), Figure 66 (SEQ ID NO:66). Figure 68 (SEQ ID NO:68). Figure 70 (SEQ ID NO:70), Figure 72 
(SEQ ID NO:72). Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76). Figure 78 (SEQ ID NO:78), Figure 
80 (SEQ ID NO:80). Figure 82 (SEQ ID NO:82). Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID NO:86), 

10 Figure 88 (SEQ ID NO:88), Figure 90 (SEQ ID NO:90). Figure 92 (SEQ ID NO:92), Figure 94 (SEQ ID 
NO:94), Figure 96 (SEQ ID NO:96). Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100), Figure 102 
(SEQ ID NO: 102), Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 108 (SEQ ID 
NO: 108), Figure 1 10 (SEQ ID NO: 1 10), Figure 1 12 (SEQ ID NO: 1 12), Figure 1 14 (SEQ ID NO: 1 14), Figure 
116 (SEQ ID NO: 116), Figure 118 (SEQ ID NO: 118), Figure 120 (SEQ ID NO: 120), Figure 122 (SEQ ID 

15 NO: 122), Figure 124 (SEQ ID NO: 124), Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID NO: 128), Figure 
130 (SEQ ID NO: 130), Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ ID 
NO: 136), Figure 138 (SEQ ID NO: 138), Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID NO: 142), Figure 
144 (SEQ ID NO: 144), Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148), Figure 150 (SEQ ID 
NO: 150), Figure 152 (SEQ ID NO: 152). Figure 154 (SEQ ID NO: 154), Figure 156 (SEQ ID NO: 156). Figure 

20 158 (SEQ ID NO: 158). Figure 160 (SEQ ID NO:160), Figure 162 (SEQ ID NO: 162), Figure 164 (SEQ ID 
NO: 164). Figure 166 (SEQ ID NO: 166). Figure 168 (SEQ ID NO: 168), Figure 170 (SEQ ID NO: 170). Figure 
172 (SEQ ID NO: 172), Figure 174 (SEQ ID NO: 174), Figure 176 (SEQ ID NO: 176), Figure 178 (SEQ ID 
NO: 178). Figure 180 (SEQ ID NO: 180), Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), Figure 
186 (SEQ ID NO:186), Figure 188 (SEQ ID NO:188), Figure 190 (SEQ ID NO:190), Figure 192 (SEQ ID 

25 NO: 192). Figure 194 (SEQ ID NO: 194), Figure 196 (SEQ ID NO: 196), Figure 198 (SEQ ID NO: 198), Figure 
200 (SEQ ID NO:200), Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204), Figure 206 (SEQ ID 
NO:206). Figure 208 (SEQ ID NO:208), Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID NO:212), Figure 
214 (SEQ ID NO:214), Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 220 (SEQ ID 
NO:220), Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226), Figure 

30 228 (SEQ ID NO:228), Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232), Figure 234 (SEQ ID 
NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), Figure 
242 (SEQ ID NO:242), Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ ID 
NO:248), Figure 250 (SEQ ID NO:250). Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254), Figure 
256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ ID 

35 NO:262), Figure 264 (SEQ ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268), Figure 
270 (SEQ ID NO:270), Figure 272 (SEQ ID NO:272). Figure 274 (SEQ ID NO:274), Figure 276 (SEQ ID 
NO:276), Figure 278 (SEQ ID NO:278), Figure 280 (SEQ ID NO:280). Figure 282 (SEQ ID NO:282). Figure 
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284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 290 (SEQ ID 
NO:290), Figure 292 (SEQ ID NO:292), Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296). Figure 
298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302), Figure 304 (SEQ ID 
NO:304), Figure 306 (SEQ ID NO:306), Figure 308 (SEQ ID NO:308). Figure 310 (SEQ ID NO:310), Figure 
312 (SEQ ID NO:312), Figure 314 (SEQ ID NO:314), Figure 316 (SEQ ID NO:316), Figure 318 (SEQ ID 
5 NO:3 18). Figure 320 (SEQ ID NO:320), Figure 322 (SEQ ID NO:322). Figure 324 (SEQ ID NO:324), Figure 
326 (SEQ ID NO:326). Figure 328 (SEQ ID NO:328), Figure 330 (SEQ ID NO:330). Figure 332 (SEQ ID 
NO:332), Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID NO:338), Figure 
340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342), Figure 344 (SEQ ID NO:344), Figure 346 (SEQ ID 
NO:346), Figure 348 (SEQ ID NO:348), Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352), Figure 

10 354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358), Figure 360 (SEQ ID 
NO:360), Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364), Figure 366 (SEQ ID NO:366). Figure 
368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372), Figure 374 (SEQ ID 
NO:374), Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID NO:380), Figure 
382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ ID 

15 NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID NO:394), Figure 
396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400), Figure 402 (SEQ ID 
NO:402). Figure 404 (SEQ ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), Figure 
410 (SEQ ID NO:410), Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ ID 
NO:416). Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420). Figure 422 (SEQ ID NO:422), Figure 

20 424 (SEQ ID NO:424). Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ ID 
NO:430), Figure 432 (SEQ ID NO:432), Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436), Figure 
438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ ID 
NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450). Figure 
452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 458 (SEQ ID 

25 NO:458), Figure 460 (SEQ ID NO:460). Figure 462 (SEQ ID NO:462). Figure 464 (SEQ ID NO:464), Figure 
466 (SEQ ID NO:466), Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470). Figure 472 (SEQ ID 
NO:472), Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), Figure 
480 (SEQ ID NO:480). Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 486 (SEQ ID 
NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), Figure 

30 494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498). Figure 500 (SEQ ID 
NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506), Figure 
508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 514 (SEQ ID 
NO:514), Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), Figure 
522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 528 (SEQ ID 

35 NO:528), Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), Figure 
536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ ID 
NO:542), Figure 544 (SEQ ID NO:544), Figure 546 (SEQ ID NO:546). Figure 548 (SEQ ID NO:548) and 
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13. An isolated polypeptide having at least 80% amino acid sequence identity to an amino acid 
sequence encoded by the full-length coding sequence of the DNA deposited under any ATCC accession number 
shown in Table 7, 

5 

14. A chimeric molecule comprising a polypeptide according to Claim 1 2 fused to a heterologous 
amino acid sequence. 

15. The chimeric molecule of Claim 14, wherein said heterologous amino acid sequence is an 
10 epitope tag sequence. 

16. The chimeric molecule of Claim 14, wherein said heterologous amino acid sequence is a Fc 
region of an immunoglobulin. 

15 17. An antibody which specifically binds to a polypeptide according to Claim 12. 

18. The antibody of Claim 17, wherein said antibody is a monoclonal antibody, a humanized 
antibody or a single-chain antibody. 

20 19. Isolated nucleic acid having at least 80% nucleic acid sequence identity to: 

(a) a nucleotide sequence encoding the polypeptide shown in Figure 2 (SEQ ID NO:2). Figure 4 
(SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8), Figure 10 (SEQ ID NO: 10), Figure 12 
(SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16). Figure 18 (SEQ ID NO: 1 8), Figure 
20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24), Figure 26 (SEQ ID NO:26), 

25 Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32), Figure 34 (SEQ ID 
NO:34), Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40). Figure 42 (SEQ 
ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46), Figure 48 (SEQ ID NO:48), Figure 50 
(SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54). Figure 56 (SEQ ID NO:56), Figure 
58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 (SEQ ID NO:64), 

30 Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70), Figure 72 (SEQ ID 
NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID NO:78), Figure 80 (SEQ 
ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID NO:86), Figure 88 
(SEQ ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), Figure 94 (SEQ ID NO:94), Figure 
96 (SEQ ID NO:96). Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100), Figure 102 (SEQ ID NO: 102), 

35 Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 108 (SEQ ID NO: 108), Figure 110 (SEQ 
ID NO:110), Figure 112 (SEQ ID NO:112), Figure 114 (SEQ ID NO:114), Figure 116 (SEQ ID NO:116), 
Figure 1 18 (SEQ ID NO: 1 18), Figure 120 (SEQ ID NO: 120), Figure 122 (SEQ ID NO: 122), Figure 124 (SEQ 
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ID NO:124), Figure 126 (SEQ ID NO:126), Figure 128 (SEQ ID NO:128), Figure 130 (SEQ ID NO:130), 
Figure 132 (SEQ ID NO: 132). Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ ID NO: 136), Figure 138 (SEQ 
ID NO: 138), Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID NO: 142). Figure 144 (SEQ ID NO: 144), 
Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148), Figure 150 (SEQ ID NO: 150). Figure 152 (SEQ 
ID NO:152), Figure 154 (SEQ ID NO:154), Figure 156 (SEQ ID NO:156), Figure 158 (SEQ ID NO:158), 
5 Figure 160 (SEQ ID NO: 160), Figure 162 (SEQ ID NO:162). Figure 164 (SEQ ID NO: 164), Figure 166 (SEQ 
ID NO: 166), Figure 168 (SEQ ID NO: 168). Figure 170 (SEQ ID NO: 170). Figure 172 (SEQ ID NO: 172). 
Figure 174 (SEQ ID NO: 174). Figure 176 (SEQ ID NO: 176), Figure 178 (SEQ ID NO: 178), Figure 180 (SEQ 
ID NO:180). Figure 182 (SEQ ID NO:182). Figure 184 (SEQ ID NO:184), Figure 186 (SEQ ID NO:186). 
Figure 188 (SEQ ID NO: 188), Figure 190 (SEQ ID NO: 190), Figure 192 (SEQ ID NO: 192), Figure 194 (SEQ 

10 ID NO:194), Figure 196 (SEQ ID NO:196), Figure 198 (SEQ ID NO:I98). Figure 200 (SEQ ID NO:200), 
Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204), Figure 206 (SEQ ID NO:206). Figure 208 (SEQ 
ID NO:208), Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID NO:212), Figure 214 (SEQ ID NO:214), 
Figure 216 (SEQ ID NO:216). Figure 218 (SEQ ID NO:218), Figure 220 (SEQ ID NO:220), Figure 222 (SEQ 
ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226). Figure 228 (SEQ ID NO:228), 

15 Figure 230 (SEQ ID NO:230). Figure 232 (SEQ ID NO:232), Figure 234 (SEQ ID NO:234). Figure 236 (SEQ 
ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), Figure 242 (SEQ ID NO:242), 
Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246). Figure 248 (SEQ ID NO:248), Figure 250 (SEQ 
ID NO:250), Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254), Figure 256 (SEQ ID NO:256), 
Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260). Figure 262 (SEQ ID NO:262). Figure 264 (SEQ 

20 ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268), Figure 270 (SEQ ID NO:270), 
Figure 272 (SEQ ID NO:272), Figure 274 (SEQ ID NO:274), Figure 276 (SEQ ID NO:276). Figure 278 (SEQ 
ID NO:278), Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282), Figure 284 (SEQ ID NO:284), 
Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 290 (SEQ ID NO:290), Figure 292 (SEQ 
ID NO:292). Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296), Figure 298 (SEQ ID NO:298), 

25 Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302), Figure 304 (SEQ ID NO:304), Figure 306 (SEQ 
ID NO:306), Figure 308 (SEQ ID NO:308), Figure 310 (SEQ ID NO:310), Figure 312 (SEQ ID NO:312), 
Figure314 (SEQ ID NO:314), Figure 316 (SEQ ID NO:316), Figure 318 (SEQ ID NO:318), Figure 320 (SEQ 
ID NO:320), Figure 322 (SEQ ID NO:322). Figure 324 (SEQ ID NO:324). Figure 326 (SEQ ID NO:326), 
Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330). Figure 332 (SEQ ID NO:332), Figure 334 (SEQ 

30 ID NO:334), Figure 336 (SEQ ID NO:336). Figure 338 (SEQ ID NO:338), Figure 340 (SEQ ID NO:340), 
Figure 342 (SEQ ID NO:342). Figure 344 (SEQ ID NO:344), Figure 346 (SEQ ID NO:346), Figure 348 (SEQ 
ID NO:348), Figure 350 (SEQ ID NO:350). Figure 352 (SEQ ID NO:352), Figure 354 (SEQ ID NO:354), 
Figure 356 (SEQ ID NO:356). Figure 358 (SEQ ID NO:358), Figure 360 (SEQ ID NO:360). Figure 362 (SEQ 
ID NO:362), Figure 364 (SEQ ID NO:364). Figure 366 (SEQ ID NO:366), Figure 368 (SEQ ID NO:368), 

35 Figure 370 (SEQ ID NO:370). Figure 372 (SEQ ID NO:372), Figure 374 (SEQ ID NO:374), Figure 376 (SEQ 
ID NO:376), Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID NO:380), Figure 382 (SEQ ID NO:382), 
Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ ID NO:388). Figure 390 (SEQ 
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ID NO:390), Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID NO:394), Figure 396 (SEQ ID NO:396), 
Figure 398 (SEQ ID NO:398). Figure 400 (SEQ ID NO:400). Figure 402 (SEQ ID NO:402), Figure 404 (SEQ 
ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), Figure 410 (SEQ ID NO:410), 
Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414). Figure 416 (SEQ ID NO:4 16), Figure 418 (SEQ 
ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422), Figure 424 (SEQ ID NO:424), 
5 Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428). Figure 430 (SEQ ID NO:430), Figure 432 (SEQ 
ID NO:432), Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436), Figure 438 (SEQ ID NO:438), 
Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ ID NO:444), Figure 446 (SEQ 
ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 {SEQ ID NO:450), Figure 452 (SEQ ID NO:452), 
Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 458 (SEQ ID NO:458), Figure 460 (SEQ 

10 ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), Figure 466 (SEQ ID NO:466), 
Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 472 (SEQ ID NO:472), Figure 474 (SEQ 
ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), Figure 480 (SEQ ID NO:480), 
Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 486 (SEQ ID NO:486), Figure 488 (SEQ 
ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), Figure 494 (SEQ ID NO:494), 

15 Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ ID NO:500), Figure 502 (SEQ 
ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506), Figure 508 (SEQ ID NO:508), 
Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 514 (SEQ ID NO:514), Figure 516 (SEQ 
ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), Figure 522 (SEQ ID NO:522), 
Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 528 (SEQ ID NO:528), Figure 530 (SEQ 

20 ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), Figure 536 (SEQ ID NO:536), 
Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ ID NO:542), Figure 544 (SEQ 
ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or Figure 550 (SEQ ID NO:550). 
lacking its associated signal peptide; 

(b) a nucleotide sequence encoding an extracellular domain of the polypeptide shown in Figure 2 

25 (SEQ ID NO:2). Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8). Figure 10 (SEQ 
ID NO: 10), Figure 12 (SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16), Figure 18 
(SEQ ID NO:18), Figure 20 (SEQ ID NO:20). Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24), Figure 
26 (SEQ ID NO:26), Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32), 
Figure 34 (SEQ ID NO:34). Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID 

30 NO:40), Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46), Figure 48 (SEQ 
ID NO:48), Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54). Figure 56 
(SEQ ID NO:56), Figure 58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 
64 (SEQ ID NO:64), Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70), 
Figure 72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID 

35 NO:78), Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84). Figure 86 (SEQ 
ID NO:86), Figure 88 (SEQ ID NO:88). Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), Figure 94 
(SEQ ID NO:94). Figure 96 (SEQ ID NO:96), Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO:10iO). 
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Figure 102 (SEQ ID NO: 102), Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 108 (SEQ 
ID NO: 108), Figure 110 (SEQ ID NO: 110), Figure 112 (SEQ ID NO: 112), Figure 114 (SEQ ID NO: 114), 
Figure 1 16 (SEQ ID NO: 1 16), Figure 1 18 (SEQ ID NO: 118), Figure 120 (SEQ ID NO: 120). Figure 122 (SEQ 
ID NO:122), Figure 124 (SEQ ID NO:124), Figure 126 (SEQ ID NO:126), Figure 128 (SEQ ID NO:128), 
Figure 130 (SEQ ID NO: 130), Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ 
5 ID NO:136), Figure 138 (SEQ ID NO:138), Figure 140 (SEQ ID NO:I40). Figure 142 (SEQ ID NO:142), 
Figure 144 (SEQ ID NO: 144), Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148), Figure 150 (SEQ 
ID NO:150), Figure 152 (SEQ ID NO:152), Figure 154 (SEQ ID NO: 154), Figure 156 (SEQ ID NO:156). 
Figure 158 (SEQ ID NO: 158), Figure 160 (SEQ ID NO: 160), Figure? 162 (SEQ ID NO: 162), Figure 164 (SEQ 
ID NO:164), Figure 166 (SEQ ID NO:166), Figure 168 (SEQ ID NO:168), Figure 170 (SEQ ID NO:170), 

10 Figure 172 (SEQ ID NO: 172), Figure 174 (SEQ ID NO: 174), Figure 176 (SEQ ID NO: 176), Figure 178 (SEQ 
ID NO:178), Figure 180 (SEQ ID NO:I80). Figure 182 (SEQ ID NO:182), Figure 184 (SEQ ID NO:184), 
Figure 186 (SEQ ID NO: 186), Figure 188 (SEQ ID NO: 188), Figure 190 (SEQ ID NO: 190), Figure 192 (SEQ 
ID NO: 192), Figure 194 (SEQ ID NO: 194), Figure 196 (SEQ ID NO: 196), Figure 198 (SEQ ID NO: 198). 
Figure 200 (SEQ ID NO:200), Figure 202 (SEQ ID NO:202). Figure 204 (SEQ ID NO:204), Figure 206 (SEQ 

15 ID NO:206), Figure 208 (SEQ ID NO:208), Figure 210 (SEQ ID NO:210). Figure 212 (SEQ ID NO:212). 
Figure 214 (SEQ ID NO:214). Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 220 (SEQ 
ID NO:220), Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226), 
Figure 228 (SEQ ID NO:228). Figure 230 (SEQ ID NO:230). Figure 232 (SEQ ID NO:232). Figure 234 (SEQ 
ID NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), 

20 Figure 242 (SEQ ID NO:242). Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ 
ID NO:248), Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252). Figure 254 (SEQ ID NO:254), 
Figure 256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ 
ID NO:262). Figure 264 (SEQ ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268), 
Figure 270 (SEQ ID NO:270), Figure 272 (SEQ ID NO:272), Figure 274 (SEQ ID NO:274), Figure 276 (SEQ 

25 ID NO:276). Figure 278 (SEQ ID NO:278), Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282), 
Figure 284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 290 (SEQ 
ID NO:290), Figure 292 (SEQ ID NO:292), Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296), 
Figure 298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302), Figure 304 (SEQ 
ID NO:304), Figure 306 (SEQ ID NO:306), Figure 308 (SEQ ID NO:308), Figure 310 (SEQ ID NO:310). 

30 Figure 312 (SEQ ID NO:312), Figure 314 (SEQ ID NO:314), Figure 316 (SEQ ID NO:316), Figure 318 (SEQ 
ID NO:318), Figure 320 (SEQ ID NO:320), Figure 322 (SEQ ID NO:322). Figure 324 (SEQ ID NO:324), 
Figure 326 (SEQ ID NO:326), Figure 328 (SEQ ID NO:328), Figure 330 (SEQ ID NO:330), Figure 332 (SEQ 
ID NO:332), Figure 334 (SEQ ID NO:334). Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID NO:338), 
Figure 340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342), Figure 344 (SEQ ID NO:344), Figure 346 (SEQ 

35 ID NO:346), Figure 348 (SEQ ID NO:348), Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352), 
Figure 354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358), Figure 360 (SEQ 
ID NO:360). Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364). Figure 366 (SEQ ID NO:366), 
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Figure 368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372). Figure 374 (SEQ 
ID NO:374), Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID NO:380). 
Figure 382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ 
ID NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID NO:394), 
Figure 396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398). Figure 400 (SEQ ID NO:400), Figure 402 (SEQ 
5 ID NO:402). Figure 404 (SEQ ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), 
Figure 410 (SEQ ID NO:410), Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ 
ID NO:416), Figure 418 (SEQ ID NO:418). Figure 420 (SEQ ID NO:420). Figure 422 (SEQ ID NO:422), 
Figure 424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ 
ID NO:430), Figure 432 (SEQ ID NO:432). Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436), 

10 Figure 438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ 
ID NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450), 
Figure 452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454). Figure 456 (SEQ ID NO:456). Figure 458 (SEQ 
ID NO:458), Figure 460 (SEQ ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), 
Figure 466 (SEQ ID NO:466), Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 472 (SEQ 

15 ID NO:472), Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), 
Figure 480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 486 (SEQ 
ID NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), 
Figure 494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ 
ID NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506), 

20 Figure 508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510). Figure 512 (SEQ ID NO:512). Figure 514 (SEQ 
ID NO:514), Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), 
Figure 522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524). Figure 526 (SEQ ID NO:526), Figure 528 (SEQ 
ID NO:528), Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), 
Figure 536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ 

25 ID NO:542), Figure 544 (SEQ ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or 
Figure 550 (SEQ ID NO:550), with its associated signal peptide; or 

(c) a nucleotide sequence encoding an extracellular domain of the polypeptide shown in Figure 2 
(SEQ ID NO:2), Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8). Figure 10 (SEQ 
ID NO: 10), Figure 12 (SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16), Figure 18 

30 (SEQ ID NO: 18), Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24). Figure 
26 (SEQ ID NO:26), Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32), 
Figure 34 (SEQ ID NO:34), Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID 
NO:40), Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46). Figure 48 (SEQ 
ID NO:48), Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54), Figure 56 

35 (SEQ ID NO:56), Figure 58 (SEQ ID NO:58), Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 
64 (SEQ ID NO:64), Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70). 
Figure 72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74). Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID 
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NO:78), Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ 
ID NO:86), Figure 88 (SEQ ID NO:88), Figure 90 (SEQ ID NO:90). Figure 92 {SEQ ID NO:92), Figure 94 
(SEQ ID NO:94), Figure 96 (SEQ ID NO:96), Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100), 
Figure 102 (SEQ ID NO: 102). Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106), Figure 108 (SEQ 
ID NO: 108), Figure 110 (SEQ ID NO: 110), Figure 112 (SEQ ID NO: 112), Figure 114 (SEQ ID NO: 114), 
5 Figure 1 16 (SEQ ID NO: 1 16), Figure 1 18 (SEQ ID NO: 1 18), Figure 120 (SEQ ID NO: 120), Figure 122 (SEQ 
ID NO:122), Figure 124 (SEQ ID NO:124), Figure 126 (SEQ ID NO:126), Figure 128 (SEQ ID NO:128). 
Figure 130 (SEQ ID NO: 130), Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ 
ID NO: 136), Figure 138 (SEQ ID NO: 138), Figure 140 (SEQ ID NO: 140). Figure 142 (SEQ ID NO: 142), 
Figure 144 (SEQ ID NO: 144), Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148), Figure 150 (SEQ 

10 ID NO:150), Figure 152 (SEQ ID NO:152), Figure 154 (SEQ ID NO:154), Figure 156 (SEQ ID NO:156), 
Figure 158 (SEQ ID NO: 158), Figure 160 (SEQ ID NO: 160). Figure 162 (SEQ ID NO: 162), Figure 164 (SEQ 
ID NO: 164), Figure 166 (SEQ ID NO: 166), Figure 168 (SEQ ID NO: 168), Figure 170 (SEQ ID NO: 170), 
Figure 172 (SEQ ID NO: 172), Figure 174 (SEQ ID NO: 174), Figure 176 (SEQ ID NO: 176), Figure 178 (SEQ 
ID NO: 178), Figure 180 (SEQ ID NO: 180). Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), 

15 Figure 186 (SEQ ID NO: 186), Figure 188 (SEQ ID NO: 188). Figure 190 (SEQ ID NO: 190). Figure 192 (SEQ 
ID NO: 192), Figure 194 (SEQ ID NO: 194), Figure 196 (SEQ ID NO: 196), Figure 198 (SEQ ID NO: 198). 
Figure 200 (SEQ ID NO:200). Figure 202 (SEQ ID NO:202). Figure 204 (SEQ ID NO:204), Figure 206 (SEQ 
ID NO:206), Figure 208 (SEQ ID NO:208), Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID NO:212), 
Figure 214 (SEQ ID NO:214), Figure 216 (SEQ ID NO:216). Figure 218 (SEQ ID NO:218). Figure 220 (SEQ 

20 ID NO:220), Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226), 
Figure 228 (SEQ ID NO:228), Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232). Figure 234 (SEQ 
ID NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), 
Figure 242 (SEQ ID NO:242), Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ 
ID NO:248), Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254), 

25 Figure 256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ 
ID NO:262), Figure 264 (SEQ ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268), 
Figure 270 (SEQ ID NO:270), Figure 272 (SEQ ID NO:272), Figure 274 (SEQ ID NO:274), Figure 276 (SEQ 
. ID NO:276), Figure 278 (SEQ ID NO:278). Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282). 
Figure 284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286). Figure 288 (SEQ ID NO:288), Figure 290 (SEQ 

30 ID NO:290), Figure 292 (SEQ ID NO:292), Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296), 
Figure 298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302), Figure 304 (SEQ 
ID NO:304), Figure 306 (SEQ ID NO:306). Figure 308 (SEQ ID NO:308), Figure 310 (SEQ ID NO:310), 
Figure 312 (SEQ ID NO:312), Figure 314 (SEQ ID NO:314), Figure 316 (SEQ ID NO:316), Figure 318 (SEQ 
ID NO:318), Figure 320 (SEQ ID NO:320). Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324). 

35 Figure 326 (SEQ ID NO:326). Figure 328 (SEQ ID NO:328), Figure 330 (SEQ ID NO:330). Figure 332 (SEQ 
ID NO:332), Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336). Figure 338 (SEQ ID NO:338), 
Figure 340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342), Figure 344 (SEQ ID NO:344), Figure 346 (SEQ 
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ID NO:346), Figure 348 (SEQ ID NO:348), Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352). 
Figure 354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358), Figure 360 (SEQ 
ID NO:360), Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364), Figure 366 (SEQ ID NO:366), 
Figure 368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372). Figure 374 (SEQ 
ID NO:374), Figure 376 (SEQ ID NO:376). Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID NO:380), 
5 Figure 382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ 
ID NO:388). Figure 390 (SEQ ID NO:390). Figure 392 (SEQ ID NO:392). Figure 394 (SEQ ID NO:394), 
Figure 396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398). Figure 400 (SEQ ID NO:400). Figure 402 (SEQ 
ID NO:402). Figure 404 (SEQ ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), 
Figure 410 (SEQ ID NO:410), Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ 

10 ID NO:416), Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422), 
Figure 424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428). Figure 430 (SEQ 
ID NO:430), Figure 432 (SEQ ID NO:432), Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436), 
Figure 438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ 
ID NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450), 

15 Figure 452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 458 (SEQ 
ID NO:458), Figure 460 (SEQ ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), 
Figure 466 (SEQ ID NO:466), Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 472 (SEQ 
ID NO:472), Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), 
Figure 480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 486 (SEQ 

20 ID NO:486), Figure 488 (SEQ ID NO:488). Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), 
Figure 494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ 
ID NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506), 
Figure 508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 514 (SEQ 
ID NO:514), Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), 

25 Figure 522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524). Figure 526 (SEQ ID NO:526), Figure 528 (SEQ 
ID NO:528), Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), 
Figure 536 (SEQ ID NO:536), Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ 
ID NO:542), Figure 544 (SEQ ID NO:544). Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or 
Figure 550 (SEQ ID NO:550), lacking its associated signal peptide. 

30 

20. An isolated polypeptide having at least 80% amino acid sequence identity to: 
(a) an amino acid sequence of the polypeptide shown in Figure 2 (SEQ ID NO:2), Figure 4 (SEQ 
ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8), Figure 10 (SEQ ID NO: 10), Figure 12 (SEQ 
ID NO: 12), Figure 14 (SEQ ID NO: 14). Figure 16 (SEQ ID NO: 16), Figure 18 (SEQ ID NO: 18), Figure 20 
35 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24), Figure 26 (SEQ ID NO:26). Figure 
28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32), Figure 34 (SEQ ID NO:34), 
Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40), Figure 42 (SEQ ID 
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NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46), Figure 48 (SEQ ID NO:48), Figure 50 (SEQ 
ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54), Figure 56 (SEQ ID NO:56), Figure 58 
(SEQ ID NO:58). Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 (SEQ ID NO:64), Figure 
66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70), Figure 72 (SEQ ID NO:72), 
Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID NO:78), Figure 80 (SEQ ID 
5 NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID NO:86), Figure 88 (SEQ 
ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), Figure 94 (SEQ ID NO:94), Figure 96 
(SEQ ID NO:96), Figure 98 (SEQ ID NO:98). Figure 100 (SEQ ID NO: 100). Figure 102 (SEQ ID NO: 102), 
Figure 104 (SEQ ID NO:104), Figure 106 (SEQ ID NO:106), Figure 108 (SEQ ID NO:108), Figure 1 10 (SEQ 
ID NO: 110), Figure 112 (SEQ ID NO: 112), Figure 114 (SEQ ID NO: 114), Figure 116 (SEQ ID NO: 116), 

10 Figure 1 18 (SEQ ID NO:118). Figure 120 (SEQ ID NO:120), Figure 122 (SEQ ID NO:122), Figure 124 (SEQ 
ID NO: 124), Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID NO: 128), Figure 130 (SEQ ID NO: 130), 
Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ ID NO: 136), Figure 138 (SEQ 
ID NO:138), Figure 140 (SEQ ID NO:140), Figure 142 (SEQ ID NO:142), Figure 144 (SEQ ID NO:144), 
Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148). Figure 150 (SEQ ID NO: 150). Figure 152 (SEQ 

15 ID NO:152), Figure 154 (SEQ ID NO:154), Figure 156 (SEQ ID NO:156), Figure 158 (SEQ ID NO:158), 
Figure 160 (SEQ ID NO: 160), Figure 162 (SEQ ID NO: 162), Figure 164 (SEQ ID NO: 164). Figure 166 (SEQ 
ID NO: 166), Figure 168 (SEQ ID NO: 168), Figure 170 (SEQ ID NO: 170), Figure 172 (SEQ ID NO: 172), 
Figure 174 (SEQ ID NO: 174). Figure 176 (SEQ ID NO: 176). Figure 178 (SEQ ID NO: 178), Figure 180 (SEQ 
ID NO: 180), Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), Figure 186 (SEQ ID NO: 186), 

20 Figure 188 (SEQ ID NO: 188), Figure 190 (SEQ ID NO: 190), Figure 192 (SEQ ID NO: 192), Figure 194 (SEQ 
ID NO: 194). Figure 196 (SEQ ID NO:196). Figure 198 (SEQ ID NO: 198), Figure 200 (SEQ ID NO:200), 
Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204). Figure 206 (SEQ ID NO:206), Figure 208 (SEQ 
ID NO:208), Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID NO:212), Figure 214 (SEQ ID NO:214), 
Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 220 (SEQ ID NO:220), Figure 222 (SEQ 

25 ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226), Figure 228 (SEQ ID NO:228), 
Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232), Figure 234 (SEQ ID NO:234), Figure 236 (SEQ 
ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), Figure 242 (SEQ ID NO:242), 
Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ ID NO:248), Figure 250 (SEQ 
ID NO:250). Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254), Figure 256 (SEQ ID NO:256), 

30 Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ ID NO:262). Figure 264 (SEQ 
ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268), Figure 270 (SEQ ID NO:270). 
Figure 272 (SEQ ID NO:272). Figure 274 (SEQ ID NO:274), Figure 276 (SEQ ID NO:276). Figure 278 (SEQ 
ID NO:278). Figure 280 (SEQ ID NO:280). Figure 282 (SEQ ID NO:282), Figure 284 (SEQ ID NO:284), 
Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 290 (SEQ ID NO:290). Figure 292 (SEQ 

35 ID NO:292), Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296), Figure 298 (SEQ ID NO:298), 
Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302), Figure 304 (SEQ ID NO:304), Figure 306 (SEQ 
ID NO:306), Figure 308 (SEQ ID NO:308), Figure 310 (SEQ ID NO:310), Figure 312 (SEQ ID NO:312), 
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Figure 314 (SEQ ID NO:314), Figure 316 (SEQ ID NO:316). Figure 318 (SEQ ID NO:318), Figure 320 (SEQ 
ID NO:320). Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324), Figure 326 (SEQ ID NO:326), 
Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330). Figure 332 (SEQ ID NO:332), Figure 334 (SEQ 
ID NO:334), Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID NO:338). Figure 340 (SEQ ID NO:340). 
Figure 342 (SEQ ID NO:342), Figure 344 (SEQ ID NO:344), Figure 346 (SEQ ID NO:346). Figure 348 (SEQ 
5 ID NO:348). Figure 350 (SEQ ID NO:350). Figure 352 (SEQ ID NO:352), Figure 354 (SEQ ID NO:354). 
Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358). Figure 360 (SEQ ID NO:360), Figure 362 (SEQ 
ID NO:362), Figure 364 (SEQ ID NO:364). Figure 366 (SEQ ID NO:366), Figure 368 (SEQ ID NO:368). 
Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372), Figure 374 (SEQ ID NO:374). Figure 376 (SEQ 
ID NO:376), Figure 378 (SEQ ID NO:378). Figure 380 (SEQ ID NO:380), Figure 382 (SEQ ID NO:382), 

10 Figure 384 (SEQ ID NO:384). Figure 386 (SEQ ID NO:386). Figure 388 (SEQ ID NO:388), Figure 390 (SEQ 
ID NO:390), Figure 392 (SEQ ID NO:392). Figure 394 (SEQ ID NO:394), Figure 396 (SEQ ID NO:396), 
Figure 398 (SEQ ID NO:398). Figure 400 (SEQ ID NO:400), Figure 402 (SEQ ID NO:402), Figure 404 (SEQ 
ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), Figure 410 (SEQ ID NO:410), 
Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ ID NO:416), Figure 418 (SEQ 

15 ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422), Figure 424 (SEQ ID NO:424), 
Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ ID NO:430), Figure 432 (SEQ 
ID NO:432). Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436). Figure 438 (SEQ ID NO:438), 
Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ ID NO:444), Figure 446 (SEQ 
ID NO:446). Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450), Figure 452 (SEQ ID NO:452). 

20 Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456). Figure 458 (SEQ ID NO:458). Figure 460 (SEQ 
ID NO:460). Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), Figure 466 (SEQ ID NO:466). 
Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 472 (SEQ ID NO:472). Figure 474 (SEQ 
ID NO:474). Figure 476 (SEQ ID NO:476). Figure 478 (SEQ ID NO:478). Figure 480 (SEQ ID NO:480). 
Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484), Figure 486 (SEQ ID NO:486). Figure 488 (SEQ 

25 ID NO:488). Figure 490 (SEQ ID NO:490). Figure 492 (SEQ ID NO:492), Figure 494 (SEQ ID NO:494), 
Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498). Figure 500 (SEQ ID NO:500), Figure 502 (SEQ 
ID NO:502). Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506). Figure 508 (SEQ ID NO:508), 
Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512). Figure 514 (SEQ ID NO:514), Figure 516 (SEQ 
ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), Figure 522 (SEQ ID NO:522), 

30 Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526). Figure 528 (SEQ ID NO:528), Figure 530 (SEQ 
ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), Figure 536 (SEQ ID NO:536), 
Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ ID NO:542), Figure 544 (SEQ 
ID NO:544). Figure 546 (SEQ ID NO:546). Figure 548 (SEQ ID NO:548) or Figure 550 (SEQ ID NO:550), 
lacking its associated signal peptide; 

35 (b) an amino acid sequence of an extracellular domain of the polypeptide ^own in Figure 2 (SEQ 

ID NO:2). Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8). Figure 10 (SEQ ID 
NO: 10), Figure 12 (SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14). Figure 16 (SEQ ID NO: 16), Figure 18 (SEQ 
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ID NO: 18), Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24), Figure 26 
(SEQ ID NO:26), Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30), Figure 32 (SEQ ID NO:32). Figure 
34 (SEQ ID NO:34), Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40). 
Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46). Figure 48 (SEQ ID 
NO:48). Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54). Figure 56 (SEQ 
5 ID NO:56), Figure 58 (SEQ ID NO:58). Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 
(SEQ ID NO:64), Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70). Figure 
72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID NO:78). 
Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID 
NO:86), Figure 88 (SEQ ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), Figure 94 (SEQ 

10 ID NO:94), Figure 96 (SEQ4D NO:96), Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100), Figure 
102 (SEQ ID NO: 102), Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106). Figure 108 (SEQ ID 
NO: 108), Figure 1 10 (SEQ ID NO: 1 10). Figure 1 12 (SEQ ID NO: 1 12), Figure 1 14 (SEQ ID NO: 114), Figure 
116 (SEQ ID NO:116), Figure 118 (SEQ ID NO:118), Figure 120 (SEQ ID NO:120), Figure 122 (SEQ ID 
NO: 122), Figure 124 (SEQ ID NO:124), Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID NO: 128). Figure 

15 130 (SEQ ID NO: 130), Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ ID 
NO: 136), Figure 138 (SEQ ID NO: 138), Figure 140 (SEQ ID NO: 140), Figure 142 (SEQ ID NO: 142), Figure 
144 (SEQ ID NO: 144). Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148). Figure 150 (SEQ ID 
NO: 150), Figure 152 (SEQ ID NO: 152), Figure 154 (SEQ ID NO: 154), Figure 156 (SEQ ID NO: 156), Figure 
158 (SEQ ID NO: 158), Figure 160 (SEQ ID NO: 160), Figure 162 (SEQ ID NO: 162), Figure 164 (SEQ ID 

20 NO: 164), Figure 166 (SEQ ID NO: 166), Figure 168 (SEQ ID NO: 168), Figure 170 (SEQ ID NO: 170), Figure 
172 (SEQ ID NO: 172), Figure 174 (SEQ ID NO: 174), Figure 176 (SEQ ID NO: 176), Figure 178 (SEQ ID 
NO: 178), Figure 180 (SEQ ID NO: 180), Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), Figure 
186 (SEQ ID NO:186), Figure 188 (SEQ ID NO:188), Figure 190 (SEQ ID NO:190), Figure 192 (SEQ ID 
NO: 192), Figure 194 (SEQ ID NO: 194). Figure 196 (SEQ ID NO: 196), Figure 198 (SEQ ID NO: 198). Figure 

25 200 (SEQ ID NO:200), Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204), Figure 206 (SEQ ID 
NO:206), Figure 208 (SEQ ID NO:208), Figure 210 (SEQ ID NO:210). Figure 212 (SEQ ID NO:212), Figure 
214 (SEQ ID NO:214), Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 220 (SEQ ID 
NO:220), Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224). Figure 226 (SEQ ID NO:226). Figure 
228 (SEQ ID NO:228), Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232). Figure 234 (SEQ ID 

30 NO:234), Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240). Figure 
242 (SEQ ID NO:242), Figure 244 (SEQ ID NO:244), Figure 246 (SEQ ID NO:246), Figure 248 (SEQ ID 
NO:248), Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254), Figure 
256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ ID 
NO:262), Figure 264 (SEQ ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268), Figure 

35 270 (SEQ ID NO:270). Figure 272 (SEQ ID NO:272), Figure 274 (SEQ ID NO:274), Figure 276 (SEQ ID 
NO:276), Figure 278 (SEQ ID NO:278). Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282). Figure 
284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288). Figure 290 (SEQ ID 



252 



BNSOOCtO: <WO 



014046aA2 I > 



wo 01/40466 PCT/USOO/32678 

NO:290), Figure 292 (SEQ ID NO:292), Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296), Figure 
298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300), Figure 302 (SEQ ID NO:302), Figure 304 (SEQ ID 
NO:304), Figure 306 (SEQ ID NO:306), Figure 308 (SEQ ID NO:308), Figure 310 (SEQ ID NO:310), Figure 
312 (SEQ ID NO:312), Figure 314 (SEQ ID NO:3l4), Figure 316 (SEQ ID NO:316), Figure 318 (SEQ ID 
NO:318). Figure 320 (SEQ ID NO:320). Figure 322 (SEQ ID NO:322), Figure 324 (SEQ ID NO:324), Figure 
5 326 (SEQ ID NO:326), Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330). Figure 332 (SEQ ID 
NO:332), Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336), Figure 338 (SEQ ID NO:338), Figure 
340 (SEQ ID NO:340). Figure 342 (SEQ ID NO:342). Figure 344 (SEQ ID NO:344), Figure 346 (SEQ ID 
NO:346), Figure 348 (SEQ ID NO:348), Figure 350 (SEQ ID NO:350). Figure 352 (SEQ ID NO:352), Figure 
354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356), Figure 358 (SEQ ID NO:358), Figure 360 (SEQ ID 

10 NO:360). Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364). Figure 366 (SEQ ID NO:366), Figure 
368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372), Figure 374 (SEQ ID 
NO:374). Figure 376 (SEQ ID NO:376), Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID NO:380), Figure 
382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ ID 
NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID NO:394), Figure 

15 396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400), Figure 402 (SEQ ID 
NO:402), Figure 404 (SEQ ID NO:404), Figure 406 (SEQ ID NO:406), Figure 408 (SEQ ID NO:408), Figure 
410 (SEQ ID NO:4I0), Figure 412 (SEQ ID NO:412), Figure 414 (SEQ ID NO:414), Figure 416 (SEQ ID 
NO:416), Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420), Figure 422 (SEQ ID NO:422), Figure 
424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426), Figure 428 (SEQ ID NO:428), Figure 430 (SEQ ID 

20 NO:430). Figure 432 (SEQ ID NO:432), Figure 434 (SEQ ID NO:434), Figure 436 (SEQ ID NO:436), Figure 
438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440). Figure 442 (SEQ ID NO:442). Figure 444 (SEQ ID 
NO:444), Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448), Figure 450 (SEQ ID NO:450), Figure 
452 (SEQ ID NO:452). Figure 454 (SEQ ID NO:454), Figure 456 (SEQ ID NO:456), Figure 458 (SEQ ID 
NO:458), Figure 460 (SEQ ID NO:460), Figure 462 (SEQ ID NO:462), Figure 464 (SEQ ID NO:464), Figure 

25 466 (SEQ ID NO:466). Figure 468 (SEQ ID NO:468). Figure 470 (SEQ ID NO:470), Figure 472 (SEQ ID 
NO:472). Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478). Figure 
480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482). Figure 484 (SEQ ID NO:484), Figure 486 (SEQ ID 
NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492), Figure 
494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ ID 

30 NO:500), Figure 502 (SEQ ID NO:502), Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506), Figure 
508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510). Figure 512 (SEQ ID NO:512), Figure 514 (SEQ ID 
NO:514), Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), Figure 
522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526), Figure 528 (SEQ ID 
NO:528), Figure 530 (SEQ ID NO:530), Figure 532 (SEQ ID NO:532), Figure 534 (SEQ ID NO:534), Figure 

35 536 (SEQ ID NO:536). Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540), Figure 542 (SEQ ID 
NO:542), Figure 544 (SEQ ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or 
Figure 550 (SEQ ID NO:550), with its associated signal peptide; or 
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(c) an amino acid sequence of an extracellular domain of the polypeptide shown in Figure 2 (SEQ 
ID NO:2). Figure 4 (SEQ ID NO:4), Figure 6 (SEQ ID NO:6), Figure 8 (SEQ ID NO:8). Figure 10 (SEQ ID 
NO: 10), Figure 12 (SEQ ID NO: 12), Figure 14 (SEQ ID NO: 14), Figure 16 (SEQ ID NO: 16), Figure 18 (SEQ 
ID NO: 18), Figure 20 (SEQ ID NO:20), Figure 22 (SEQ ID NO:22), Figure 24 (SEQ ID NO:24), Figure 26 
(SEQ ID NO:26), Figure 28 (SEQ ID NO:28), Figure 30 (SEQ ID NO:30). Figure 32 (SEQ ID NO:32). Figure 
5 34 (SEQ ID NO:34), Figure 36 (SEQ ID NO:36), Figure 38 (SEQ ID NO:38), Figure 40 (SEQ ID NO:40), 
Figure 42 (SEQ ID NO:42), Figure 44 (SEQ ID NO:44), Figure 46 (SEQ ID NO:46), Figure 48 (SEQ ID 
NO:48). Figure 50 (SEQ ID NO:50), Figure 52 (SEQ ID NO:52), Figure 54 (SEQ ID NO:54). Figure 56 (SEQ 
ID NO:56), Figure 58 (SEQ ID NO:58). Figure 60 (SEQ ID NO:60), Figure 62 (SEQ ID NO:62), Figure 64 
(SEQ ID NO:64), Figure 66 (SEQ ID NO:66), Figure 68 (SEQ ID NO:68), Figure 70 (SEQ ID NO:70), Figure 

10 72 (SEQ ID NO:72), Figure 74 (SEQ ID NO:74), Figure 76 (SEQ ID NO:76), Figure 78 (SEQ ID NO:78), 
Figure 80 (SEQ ID NO:80), Figure 82 (SEQ ID NO:82), Figure 84 (SEQ ID NO:84), Figure 86 (SEQ ID 
NO:86), Figure 88 (SEQ ID NO:88), Figure 90 (SEQ ID NO:90), Figure 92 (SEQ ID NO:92), Figure 94 (SEQ 
ID NO:94). Figure 96 (SEQ ID NO:96), Figure 98 (SEQ ID NO:98), Figure 100 (SEQ ID NO: 100). Figure 
102 (SEQ ID NO: 102). Figure 104 (SEQ ID NO: 104), Figure 106 (SEQ ID NO: 106). Figure 108 (SEQ ID 

15 N0:108), Figure 1 10 (SEQ ID NO: 1 10), Figure 112 (SEQ ID NO: 1 12), Figure 1 14 (SEQ ID NO: 114), Figure 
116 (SEQ ID NO: 116), Figure 118 (SEQ ID NO: 118), Figure 120 (SEQ ID NO: 120). Figure 122 (SEQ ID 
NO: 122), Figure 1 24 (SEQ ID NO: 124), Figure 126 (SEQ ID NO: 126), Figure 128 (SEQ ID NO: 128), Figure 
130 (SEQ ID NO: 130), Figure 132 (SEQ ID NO: 132), Figure 134 (SEQ ID NO: 134), Figure 136 (SEQ ID 
NO:136), Figure 138 (SEQ ID NO:138), Figure 140 (SEQ ID NO:140), Figure 142 (SEQ ID NO:142). Figure 

20 144 (SEQ ID NO: 144), Figure 146 (SEQ ID NO: 146), Figure 148 (SEQ ID NO: 148), Figure 150 (SEQ ID 
NO: 150), Figure 152 (SEQ ID NO: 152), Figure 154 (SEQ ID NO: 154), Figure 156 (SEQ ID NO: 156), Figure 
158 (SEQ ID NO:158), Figure 160 (SEQ ID NO:160), Figure 162 (SEQ ID NO:162), Figure 164 (SEQ ID 
NO: 164), Figure 166 (SEQ ID NO: 166), Figure 168 (SEQ ID NO: 168), Figure 170 (SEQ ID NO: 170), Figure 
172 (SEQ ID NO:172), Figure 174 (SEQ ID NO:174), Figure 176 (SEQ ID NO:176), Figure 178 (SEQ ID 

25 NO:178), Figure 180 (SEQ ID NO: 180), Figure 182 (SEQ ID NO: 182), Figure 184 (SEQ ID NO: 184), Figure 
186 (SEQ ID NO: 186), Figure 188 (SEQ ID NO: 188), Figure 190 (SEQ ID NO: 190), Figure 192 (SEQ ID 
NO: 192), Figure 194 (SEQ ID NO: 194), Figure 196 (SEQ ID NO: 196), Figure 198 (SEQ ID NO: 198), Figure 
200 (SEQ ID NO:200). Figure 202 (SEQ ID NO:202), Figure 204 (SEQ ID NO:204), Figure 206 (SEQ ID 
NO:206), Figure 208 (SEQ ID NO:208), Figure 210 (SEQ ID NO:210), Figure 212 (SEQ ID NO:212), Figure 

30 214 (SEQ ID NO:214), Figure 216 (SEQ ID NO:216), Figure 218 (SEQ ID NO:218), Figure 220 (SEQ ID 
NO:220). Figure 222 (SEQ ID NO:222), Figure 224 (SEQ ID NO:224), Figure 226 (SEQ ID NO:226), Figure 
228 (SEQ ID NO:228), Figure 230 (SEQ ID NO:230), Figure 232 (SEQ ID NO:232), Figure 234 (SEQ ID 
NO:234). Figure 236 (SEQ ID NO:236), Figure 238 (SEQ ID NO:238), Figure 240 (SEQ ID NO:240), Figure 
242 (SEQ ID NO:242), Figure 244 (SEQ ID NO:244). Figure 246 (SEQ ID NO:246), Figure 248 (SEQ ID 

35 NO:248), Figure 250 (SEQ ID NO:250), Figure 252 (SEQ ID NO:252), Figure 254 (SEQ ID NO:254). Figure 
256 (SEQ ID NO:256), Figure 258 (SEQ ID NO:258), Figure 260 (SEQ ID NO:260), Figure 262 (SEQ ID 
NO:262). Figure 264 (SEQ ID NO:264), Figure 266 (SEQ ID NO:266), Figure 268 (SEQ ID NO:268). Figure 
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270 (SEQ ID 1^0:270), Figure 272 (SEQ ID NO:272), Figure 274 (SEQ ID NO:274), Figure 276 (SEQ ID 
NO:276). Figure 278 (SEQ ID NO:278), Figure 280 (SEQ ID NO:280), Figure 282 (SEQ ID NO:282), Figure 
284 (SEQ ID NO:284), Figure 286 (SEQ ID NO:286), Figure 288 (SEQ ID NO:288), Figure 290 (SEQ ID 
NO:290), Figure 292 (SEQ ID NO:292), Figure 294 (SEQ ID NO:294), Figure 296 (SEQ ID NO:296), Figure 
298 (SEQ ID NO:298), Figure 300 (SEQ ID NO:300). Figure 302 (SEQ ID NO:302). Figure 304 (SEQ ID 
5 NO:304). Figure 306 (SEQ ID NO:306). Figure 308 (SEQ ID NO:308). Figure 310 (SEQ ID NO:310). Figure 
312 (SEQ ID NO:312). Figure 314 (SEQ ID NO:314). Figure 316 (SEQ ID NO:316). Figure 318 (SEQ ID 
NO:318), Figure 320 (SEQ ID NO:320). Figure 322 (SEQ ID NO:322). Figure 324 (SEQ ID NO:324), Figure 
326 (SEQ ID NO:326), Figure 328 (SEQ ID NO:328). Figure 330 (SEQ ID NO:330). Figure 332 (SEQ ID 
NO:332), Figure 334 (SEQ ID NO:334), Figure 336 (SEQ ID NO:336). Figure 338 (SEQ ID NO:338), Figure 

10 340 (SEQ ID NO:340), Figure 342 (SEQ ID NO:342). Figure 344 (SEQ ID NO:344). Figure 346 (SEQ ID 
NO:346), Figure 348 (SEQ ID NO:348). Figure 350 (SEQ ID NO:350), Figure 352 (SEQ ID NO:352), Figure 
354 (SEQ ID NO:354), Figure 356 (SEQ ID NO:356). Figure 358 (SEQ ID NO:358). Figure 360 (SEQ ID 
NO:36D). Figure 362 (SEQ ID NO:362), Figure 364 (SEQ ID NO:364), Figure 366 (SEQ ID NO:366), Figure 
368 (SEQ ID NO:368), Figure 370 (SEQ ID NO:370), Figure 372 (SEQ ID NO:372), Figure 374 (SEQ ID 

15 Np:374), Figure 376 (SEQ ID NO:376). Figure 378 (SEQ ID NO:378), Figure 380 (SEQ ID NO:380), Figure 
382 (SEQ ID NO:382), Figure 384 (SEQ ID NO:384), Figure 386 (SEQ ID NO:386), Figure 388 (SEQ ID 
NO:388), Figure 390 (SEQ ID NO:390), Figure 392 (SEQ ID NO:392), Figure 394 (SEQ ID NO:394), Figure 
396 (SEQ ID NO:396), Figure 398 (SEQ ID NO:398), Figure 400 (SEQ ID NO:400), Figure 402 (SEQ ID 
NO:402). Figure 404 (SEQ ID NO:404). Figure 406 (SEQ ID NO:406). Figure 408 (SEQ ID NO:408). Figure 

20 410 (SEQ ID NO:410). Figure 412 (SEQ ID NO:412). Figure 414 (SEQ ID NO:414). Figure 416 (SEQ ID 
NO:416). Figure 418 (SEQ ID NO:418), Figure 420 (SEQ ID NO:420). Figure 422 (SEQ ID NO:422). Figure 
424 (SEQ ID NO:424), Figure 426 (SEQ ID NO:426). Figure 428 (SEQ ID NO:428), Figure 430 (SEQ ID 
NO:430). Figure 432 (SEQ ID NO:432). Figure 434 (SEQ ID NO:434). Figure 436 (SEQ ID NO:436). Figure 
438 (SEQ ID NO:438), Figure 440 (SEQ ID NO:440), Figure 442 (SEQ ID NO:442), Figure 444 (SEQ ID 

25 NO:444). Figure 446 (SEQ ID NO:446), Figure 448 (SEQ ID NO:448). Figure 450 (SEQ ID NO:450). Figure 
452 (SEQ ID NO:452), Figure 454 (SEQ ID NO:454). Figure 456 (SEQ ID NO:456). Figure 458 (SEQ ID 
NO:458). Figure 460 (SEQ ID NO:460). Figure 462 (SEQ ID NO:462). Figure 464 (SEQ ID NO:464), Figure 
466 (SEQ ID NO:466). Figure 468 (SEQ ID NO:468), Figure 470 (SEQ ID NO:470), Figure 472 (SEQ ID 
NO:472), Figure 474 (SEQ ID NO:474), Figure 476 (SEQ ID NO:476), Figure 478 (SEQ ID NO:478), Figure 

30 480 (SEQ ID NO:480), Figure 482 (SEQ ID NO:482), Figure 484 (SEQ ID NO:484). Figure 486 (SEQ ID 
NO:486), Figure 488 (SEQ ID NO:488), Figure 490 (SEQ ID NO:490), Figure 492 (SEQ ID NO:492). Figure 
494 (SEQ ID NO:494), Figure 496 (SEQ ID NO:496), Figure 498 (SEQ ID NO:498), Figure 500 (SEQ ID 
NO:500), Figure 502 (SEQ ID NO:502). Figure 504 (SEQ ID NO:504), Figure 506 (SEQ ID NO:506), Figure 
508 (SEQ ID NO:508), Figure 510 (SEQ ID NO:510), Figure 512 (SEQ ID NO:512), Figure 514 (SEQ ID 

35 NO:514). Figure 516 (SEQ ID NO:516), Figure 518 (SEQ ID NO:518), Figure 520 (SEQ ID NO:520), Figure 
522 (SEQ ID NO:522), Figure 524 (SEQ ID NO:524), Figure 526 (SEQ ID NO:526). Figure 528 (SEQ ID 
NO:528). Figure 530 (SEQ ID NO:530). Figure 532 (SEQ ID NO:532). Figure 534 (SEQ ID NO:534), Figure 
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536 (SEQ ID NO:536). Figure 538 (SEQ ID NO:538), Figure 540 (SEQ ID NO:540). Figure 542 (SEQ ID 
NO:542), Figure 544 (SEQ ID NO:544), Figure 546 (SEQ ID NO:546), Figure 548 (SEQ ID NO:548) or 
Figure 550 (SEQ ID NO:550), lacking its associated signal peptide. 

21 . A method of detecting a PROl 801 polypeptide in a sample suspected of containing a PROl 801 
5 polypeptide, said method comprising contacting said sample with a PROl 114 or PR04978 polypeptide and 

determining the formation of a PRO1801/PRO11 14 or PRO 180 1 /PR04978 polypeptide conjugate in said sample, 
wherein the formation of said conjugate is indicative of the presence of a PRO 1801 polypeptide in said sample. 

22. The method according to Claim 21, wherein said sample comprises cells suspected of 
10 expressing said PRO 1801 polypeptide. 

23. The method according to Claim 2 1 , wherein said PRO 1 1 14 or PR04978 polypeptide is labeled 
with a detectable label. 

15 24 . The method according to Claim 2 1 , wherein said PRO 1 1 14 or PR04978 polypeptide is attached 

to a solid support. 

25 . A method of detecting a PRO 1 114 or PR04978 polypeptide in a sample suspected of containing 
a PROl 114 or PR04978 polypeptide, said method comprising contacting said sample with a PRO1801 

20 polypeptide and determining the formation of a PRO1801/PRO1114 or PRO1801/PRO4978 polypeptide 
conjugate in said san^le, wherein the formation of said conjugate is indicative of the presence of a PROl 1 14 
or PR04978 polypeptide in said sample. 

26. The method according to Claim 25, wherein said sample comprises cells suspected of 
25 expressing said PROl 1 14 or PR04978 polypeptide. 

27. The method according to Claim 25, wherein said PRO1801 polypeptide is labeled with a 
detectable label. 

30 28, The method according to Claim 25, wherein said PRO1801 polypeptide is attached to a solid 

support. 

29. A method of linking a bioactive molecule to a cell expressing a PROl 801 polypeptide, said 
method comprising contacting said cell with a PROl 1 14 or PR04978 polypeptide that is bound to said bioactive 
35 molecule and allowing said PROl 801 and said PROl 114 or PR04978 polypeptides to bind to one another, 
thereby linking said bioactive molecules to said cell. 
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The method according to Claim 29, wherein said bioactive molecule is a toxin, a radiolabel 



10 



3 1 . The method according to Claim 29, wherein said bioactive molecule causes the death of said 

cell. 

32. A method of linking a bioactive molecule to a cell expressing a PR01114 or PR04978 
polypeptide, said method comprising contacting said cell with a PRO 1801 polypeptide that is bound to said 
bioactive molecule and allowing said PRO1801 and said PR01114 or PR04978 polypeptides to bind to one 
another, thereby linking said bioactive molecules to said cell. 

33. The method according to Claim 32, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

34. The method according to Claim 32, wherein said bioactive molecule causes the death of said 

15 cell. 

35. A method of modulating at least one biological activity of a cell expressing a PRO 1801 
polypeptide, said method comprising contacting said cell with a PROl 1 14 or PR04978 polypeptide or an anti- 
PRO1801 polypeptide antibody, whereby said PROl 1 14 or PR04978 polypeptide or anti-PRO1801 polypeptide 

20 antibody binds to said PRO1801 polypeptide, thereby modulating at least one biological activity of said cell. 

36. The method according to Claim 35, wherein said cell is killed. 

37. A method of modulating at least one biological activity of a cell expressing a PROl 114 or 
25 PR04978 polypeptide, said method comprising contacting said cell with a PRO1801 polypeptide or an anti- 

PROl 1 14 or anti-PR04978 polypeptide antibody, whereby said PRO1801 polypeptide or anti-PROl 1 14 or anti- 
PR04978 polypeptide antibody binds to said PROl 1 14 or PR04978 polypeptide, thereby modulating at least 
one biological activity of said cell. 

30 38. The method according to Claim 37, wherein said cell is killed. 

39. A method of detecting a PROl 1 14 polypeptide in a sample suspected of containing a PRO 1114 
polypeptide, said method comprising contacting said sample with a PROlOO polypeptide and determining the 
formation of a PROIOO/PROI 1 14 polypeptide conjugate in said sample, wherein the formation of said conjugate 
35 is indicative of the presence of a PROl 1 14 polypeptide in said sample. 
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40. " The method according to Claim 39, wherein said sample comprises cells suspected of 
expressing said PR01114 polypeptide. 



41. The method according to Claim 39, wherein said PROlOO polypeptide is labeled widi a 
detectable label. 

5 

42. The method according to Claim 39, wherein said PROlOO polypeptide is attached to a solid 

support. 

43. A method of detecting a PROlOO polypeptide in a sample suspected of containing a PROlOO 
10 polypeptide, said mediod comprising contacting said sample with a PROl 1 14 polypeptide and determining the 

formation of a PROIOO/PROI 1 14 polypeptide conjugate in said sample, wherein the formation of said conjugate 
is indicative of the presence of a PROlOO polypeptide in said sample. 

44. The method according to Claim 43, wherein said sample comprises cells suspected of 
15 e)q)ressing said PROlOO polypeptide. 

45. The method according to Claim 43, wherein said PROl 114 polypeptide is labeled with a 
detectable label. 

20 46. The method according to Claim 43, wherein said PROl 1 14 polypeptide is attached to a solid 

support. 

47. A method of linking a bioactive molecule to a cell expressing a PROlOO polypeptide, said 
method comprising contacting said cell with a PROl 1 14 polypeptide that is bound to said bioactive molecule and 

25 allowing said PROlOO and said PROl 1 14 polypeptides to bind to one another, thereby linking said bioactive 
molecules to said cell. 

48. The method according to Claim 47, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

30 

49. The method according to Claim 47, wherein said bioactive molecule causes the death of said 

cell. 

50. A method of linking a bioactive molecule to a cell expressing a PROl 114 polypeptide, said 
35 method comprising contacting said cell with a PROlOO polypeptide that is bound to said bioactive molecule and 

allowing said PROlOO and said PROl 114 polypeptides to bind to one another, thereby linking said bioactive 
molecules to said cell. 
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51, The method according to Claim 50, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 



52. The method according to Claim 50, wherein said bioactive molecule causes the death of said 

cell. 

5 

53. A method of modulating at least one biological activity of a cell expressing a PRO 100 
polypeptide, said method comprising contacting said cell with a PR01114 polypeptide or an anti-PROlOO 
polypeptide antibody, whereby said PR01114 polypeptide or anti-PROlOO polypeptide antibody binds to said 
PROlOO polypeptide, thereby modulating at least one biological activity of said cell. 

10 

54. The method according to Claim 53, wherein said cell is killed. 

55. A method of modulating at least one biological activity of a cell expressing a PR01114 
polypeptide, said method comprising contacting said cell with a PROlOO polypeptide or an anti-PR01ll4 

15 polypeptide antibody, whereby said PROlOO polypeptide or anti-PROl 1 14 polypeptide antibody binds to said 
PR01114 polypeptide, thereby modulating at least one biological activity of said cell. 

56. The method according to Claim 55, wherein said cell is killed. 

20 57. A method for stimulating the release of TNF-a from human blood, said method comprising 

contacting said blood with a PR0195, PRO202, PR0215, PR0221, PR0217, PR0222, PR0198. PR0245, 
PR0172. PR0265, PR0266, PR0344, PR0337, PR0322, PR01286, PR01279, PR01338 or PR01343 
polypeptide, wherein the release of TNF-a from said blood is stimulated. 

25 58. A method for modulating the uptake of glucose or FFA by skeletal muscle cells, said method 

comprising contacting said cells with a PR0182, PR0366, PR0198, PR0172 or PR0719 polypeptide, wherein 
the uptake of glucose or FFA by said cells is modulated. 

59, A method for stimulating the proliferation or differentiation of chondrocyte cells, said method 
30 comprising contacting said cells with a PR0182, PR0366, PR0198, PR01868. PRO202, PR0224. PR0172, 

PRO301 or PR01312 polypeptide, wherein the proliferation or differentiation of said cells is stimulated. 

60. A method for modulating the uptake of glucose or FFA by adipocyte cells, said method 
comprising contacting said cells with a PRO202. PR0211, PR0344 or PRO 1338 polypeptide, wherein the 

35 uptake of glucose or FFA by said cells is modulated. 
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61 . A method for stimulating the proliferation of or gene expression in pericyte cells, said method 
comprising contacting said cells with a PR0366 polypeptide, wherein the proliferation of or gene expression in 
said cells is stimulated. 

62. A method for stimulating the release of proteoglycans from cartilage, said method comprising 
5 contacting said cartilage with a PR0216 polypeptide, wherein the release of proteoglycans from said cartilage 

is stimulated. 

63; A method for stimulating the proliferation of iimer ear utricular supporting cells, said method 
comprising contacting said cells with a PR0172 polypeptide, wherein the proliferation of said cells is stimulated. 

10 

64. A method for stimulating the proliferation of T-Iymphocyte cells, said method comprising 
contacting said cells with a PR0344 polypeptide, wherein the proliferation of said cells is stimulated. 

65. A method for stimulating the release of a cytokine from PBMC cells, said method comprising 
15 contacting said cells with a PR0526 or PR01343 polypeptide, wherein the release of a cytokine from said cells 

is stimulated. 

66. A method for inhibiting the binding of A-peptide to factor VIIA, said method comprising 
contacting a composition comprising said A-peptide and said factor VIIA with a PRO 182 polypeptide, wherein 

20 the binding of said A-peptide to said factor VIIA is inhibited. 

67. A method for inhibiting the differentiation of adipocyte cells, said method comprising 
contacting said cells with a PR0185 or PR0198 polypeptide, wherein the differentiation of said cells is inhibited. 

25 68. A method for stimulating the proliferation of endothelial cells, said method comprising 

contacting said cells with a PR0222 polypeptide, wherein the proliferation of said cells is inhibited. 

69. A mediod for detecting the presence of tumor in an mammal, said method comprising 
comparing the level of expression of any PRO polypeptide shown in Table 8 in (a) a test sample of cells taken 

30 from said mammal and (b) a control sample of normal cells of the same cell type, wherein a higher level of 
expression of said PRO pol3rpeptide in the test sample as compared to the control sample is indicative of the 
presence of tumor in said mammal. 

70. The method of Claim 69, wherein said tumor is lung tumor, colon tumor, breast tumor, 
35 prostate tumor, rectal tumor, cervical tumor or liver tumor. 



260 



BNSDOCiD:<WO 0140466A2 I > 



wo 01/40466 PCT/USOO/32678 

71. An oligonucleotide probe derived from any of the nucleotide sequences shown in the 
accompanying figures. 
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FIGURE 1 

GTTACTCGGTGGTGGCGGAGTCTACGGAAGCCGTTTTCGCTTCACTTTTCCTGGCTGTAGAGC 

GCTTTCCCCCTGGCGGGTGAGAGTGCAGAGACGAAGGTGCGAGATGAGCACTATGTTCGCGGA 

CACTCTCCTCATCGTTTTTATCTCTGTGTGCACGGCTCTGCTCGCAGAGGGCATAACCTGGGT 

CCTGGTTTACAGGACAGACAAGTACAAGAGACTGAAGGCAGAAGTGGAAAAACAGAGTAAAAA 

ATTGGAAAAGAAGAAGGAAACAATT^CAGAGTCAGCTGGTCGACAACAGAAAAAGAAAATAGA. 

GAGACAAGAAGAGAAACTGAAGi\ATAACAACAGAGATCTATCAATGGTTCGAATGAAATCCAT 

GTTTGCTATTGGCTTTTGTTTTACTGCCCTAATGGGAATGTTCAATTCCATATTTGATGGTAG 

AGTGGTGGCAAAGCTTCCTTTTACCCCTCTTTCTTACATCCAAGGACTGTCTCATCGAAATCT 

GCTGGGAGATGACACCACAGACTGTTCCTTCATTTTCCTGTATATTCTCTGTACTATGTCGAT 

TCGACAGAACATTCAGAAGATTCTCGGCCTTGCCCCTTCACGAGCCGCCACCAAGCAGGCAGG 

TGGATTTCTTGGCCCACCACCTCCTTCTGGGAAGTTCTCTTGAACTCAAGAACTCTTTATTTT. 

CTATCATTCTTTCTAGACACACACACATCAGACTGGCAACTGTTTTGTAGCAAGAGCCATAGG 

TAGCCTTACTACTTGGGCCTCTTTCTAGTTTTGi\ATTATTTCTAAGCCTTTTGGGTATGATTA 

GAGTGAAAATGGCAGCCAGCAAACTTGATAGTGCTTTTGGTCCTAGATGATTTTTATCAAATA 

AGTGGATTGATTAGTTAAGTTCAGGTAATGTTTATGTAATGAAT^AACAAATAGCATCCTTCTT 

GTTTCATTTACATAAGTATTTTCTGTGGGACCGACTCTCAAGGCACTGTGTATGCCCTGCAAG 

TTGGCTGTCTATGAGCATTTAGAGATTTAGAAGAAAAATTTAGTTTGTTTAACCCTTGTAACT 

GTTTGTTTTGTTGTTGTTTTTTTTTCAAGCCAAATACATGACATAAGATCAATAAAGAGGCCA 

AATTTTTAGCTGTTTTATGTACAAGGAGAGATCTGTTTCATTTTGTTTTGCCGTATTTCTAGA 

TATAAGTTTTAGCATGGGCCAGGAAGGACTAAAATAAAAGTTTTTAAGGTACT^TWVAAAAAAA 

A2\AA 
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FIGURE 2 

MSTMFADTLLIVFISVCTALLAEGITWVLVYRTDKYKRLKAEVEKQSKKLEKKKETITESAGR 
QQKKKIERQEEKLKNNNRDLSMVRMKSMFAIGFCFTALMGMFNSIFDGRVVAKLPFTPLSYIQ 
GLSHRNLLGDDTTDCSFIFLYILCTMSIRQNIQKILGLAPSRAATKQAGGFLGPPPPSGKFS 

Impori:ant: f eat:ures : 
Signal peptide: 

amino acids 1-22 

N-myris-boyla'tion silies. . 

amino acids 103-109, 163-169 

cAMP- and cCaiP-dependent protein kinase phosphorylation site . 

amino acids 53-57 
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FIGURE 3 

AGCCGGGGGCGGGTTTGAAGACGCGTCGTTGGGTTTTGGAGGCCGTGAAACAGCCGTTTGAGT 
TTGGCTGCGGGTGGAGAACGTTTGTCAGGGGCCCGGCCAAGAAGGAGGCCCGCCTGTTACGAT 
GGTGTCCATGAGTTTCAAGCGGAACCGCAGTGACCGGTTCTACAGCACCCGGTGCTGCGGCTG 
TTGCCATGTCCGCACCGGGACGATCATCCTGGGGACCTGGTACATGGTAGTAAACCTATTGAT 
GGCAATTTTGCTGACTGTGGAAGTGACTCATCCAAACTCCATGCCAGCTGTCAACATTCAGTA 
TGAAGTCATCGGTAATTACTATTCGTCTGAGAGAATGGCTGATAATGCCTGTGTTCTTTTTGC 
CGTCTCTGTTCTTATGTTTATAATCAGTTCAATGCTGGTTTATGGAGCAATTTCTTATCAJ\,GT 
GGGTTGGCTGATTCCATTCTTCTGTTACCGACTTTTTGACTTCGTCCTCAGTTGCCTGGTTGC 
TATTAGTTCTCTCACCTATTTGCCAAGAATCAAAGAATATCTGGATCAACTACCTGATTTTCC 
CTACAAAGATGACCTCCTGGCCTTGGACTCCAGCTGCCTCCTGTTCATTGTTCTTGTGTTCTT 
TGCCTTATTCATCATTTTTAAGGCTTATCTAATTAACTGTGTTTGGAACTGCTATAT^ATACAT 
CAACAACCGAAACGTGCCGGAGATTGCTGTGTACCCTGCCTTTGAAAGCACCTCCTCAGTACG 
TTTTGCCAACCTATGAAATGGCCGTGAAAATGCCTGAAAAAGAACCACCACCTCCTTACTTAC 
CTGCCTGAAGAAATTCTGCCTTTGACAATAAATCCTATACCAGCTTTTTGTTTGTTTATGTTA 
CAGAATGCTGCAATTCAGGGCTCTTCAAACTTGTTTGATATAAAATATGTTGTCTTTTGTTTA 
AGCATTTATTTTCAT^CACTAAGGAGCTTTTTGACATCTGTTAAACGTCTTTTTGTTTTTTTG 
TTAAGTCTTTTACATTTTAATAGTTTTTGAAGACAATCTAGGTTAAGCAAGAGCAAAGTGCCA 
TTGTTTGCCTTTAATTGGGGGGTGGGAAGGGAAAGAGGGTACTTGCCACATAGTTTCCTTTTT 
i\ACTGCACTTTCTTTATATAATCGTTTGCATTTTGTTACTTGCTACCCTGAGTACTTTCAGGA 
AGACTGACTTAAATATTCGGGGTGAGTAAGTAGTTGGGTATAAGATCTGAACTTTTCATCTGC 
AGAGGCAAGAAAAATATTTGACATTGTGACTTGACTGTGGAAGATGATGGTTGCATGTTTCTA 
GTTTGTATATGTTTCCATCTTTGTGATAAGATGATTTAATAAATCTCTTTAAATACTAAAAAA 
AAAAAAAAA 
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FIGURE 4 

MVSMSFKRNRSDRFYSTRCCGCCHVRTGTIILGTWYMVVNLLMAILLTVEVTHPNSMPAVNIQ 
YEVIGNYYSSERMADNACVLFAVSVLMFIISSMLVYGAISYQVGWLIPFFCYRLFDFVLSCLV 
AISSLTYLPRIKEYLDQLPDFPYKDDLLALDSSCLLFIVLVFFALFIIFKAYLINCVWNCYKY 
INNRNVPEIAVYPAFESTSSVRFANL 

Inpori^ant: £eai:ures of the protein: 

Transmembrane domain (PossdLble type XI transmembrane protein) : 

amino acids 30-49, 81-100, 111-131, 158-175 

N-glycosylatlon site. 

amino acids 9-13 

Tyrosine kinase phosphorylation sites . 

amino aci^ds 8-16, 193-202 

N-myrlstoylatlon site . 

amino acids 68-74 
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FIGURE 5 

CCCGCTGGCCCGTCAGTGCTCTCCCCGTCGTTTGCCCTCTCCAGTTCCCCCAGTGCCTGCCCT 
ACGCACCCCGATGGCGGAGCTGCGGCCTAGCGGCGCCCCCGGCCCCACCGCGCCCCCGGCCCC 
TGGCCCGACTGCCCCCCCGGCCTTCGCTTCGCTCTTTCCCCCGGGACTGCACGCCATCTACGG 
AGAGTGCCGCCGCCTTTACCCTGACCAGCCGAACCCGCTCCAGGTTACCGCTATCGTCAAGTA 
CTGGTTGGGTGGCCCAGACCCCTTGGACTATGTTAGCATGTACAGGAATGTGGGGAGCCCTTC 
TGCTAACATCCCCGAGCACTGGCACTACATCAGCTTCGGCCTGAGTGATCTCTATGGTGACAA 
CAGAGTCCATGAGTTTACAGGAACAGATGGACCTAGTGGTTTTGGCTTTGAGTTGACCTTTCG 
TCTGAAGAGAGAAACTGGGGAGTCTGCCCCACCAACATGGCCCGCAGAGTTAATGCAGGGCTT 
GGCACGATACGTGTTCCAGTCAGAGAACACCTTCTGCAGTGGGGACCATGTGTCCTGGCACAG 
CCCTTTGGATAACAGTGAGTCAAGAATTCAGCACATGCTGCTGACAGAGGACCCACAGATGCA 
GCCCGTGCAGACACCCTTTGGGGTAGTTACCTTCCTCCAGATCGTTGGTGTCTGCACTGAAGA 
GCTACACTCAGCCCAGCAGTGGAACGGGCAGGGCATCCTGGAGCTGCTGCGGACAGTGCCTAT 
TGCTGGCGGCCCCTGGCTGATAACTGACATGCGGAGGGGAGAGACCATATTTGAGATCGATCC 
ACACCTGCAAGAGAGAGTTGACAAAGGCATCGAGACAGATGGCTCCAACCTGAGTGGTGTCAG 
TGCCAAGTGTGCCTGGGATGACCTGAGCCGGCCCCCCGAGGATGACGAGGACAGCCGGAGCAT 
CTGCATCGGCACACAGCCCCGGCGACTCTCTGGCAAAGACACAGAGCAGATCCGGGAGACCCT 
GAGGAGAGGACTCGAGATCAACAGCAAACCTGTCCTTCCACCAATCAACCCTCAGCGGCAGAA 
TGGCCTCGCCCACGACCGGGCCCCGAGCCGCT^AAGACAGCCTGGAAAGTGACAGCTCCACGGC 
CATCATTCCCCATGAGCTGATTCGCACGCGGCAGCTTGAGAGCGTACATCTGAAATTCAACCA 
GGAGTCCGGAGCCCTCATTCCTCTCTGCCTAAGGGGCAGGCTCCTGCATGGACGGCACTTTAC 
ATATAAAAGTATCACAGGTGACATGGCCATCACGTTTGTCTCCACGGGAGTGGAAGGCGCCTT 
TGCCACTGAGGAGCATCCTTACGCGGCTCATGGACCCTGGTTACAACTCTGAACCTATCCTCG 
GAGCTCTGCCCTCCCGTCCTGGAACGTCTTTCTGCCCTGAGGAGAGGGTAGTCAGCATCTCCA 
ATTTTCAGCAGCTCAAGAACCTTGGCCCCCACAGGACTTCGCAGATGTCACATTGCCCCTCAG 
TCCCCTGAATGCCCTTCGGACCCAACCCCAATTCCCCAAGCCCCTGACCCCCTAGCTGCCGGG 
GTTCCCACTCCCAGTGCCACAACCCCCTCACCTCCCCTGGCAGCCCCTCAGCGAGCCTGAGGC 
CCAGCACCCGCTGGCTCCCCAGCACATGGTCCCCTCCCATGGGCTGTTGCCCAGGGAACCGGG 
GCGCGGTGGGAACGAGCTGCTGGCCTCGGCATGTTTCAATAAAGTTGCTGTGCTGGGAG 
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FIGURE 6 

MAELRPSGAPGPTAPPAPGPTAPPAFASLFPPGLHAIYGECRRLYPDQPNPLQVTAIVKYWLG 
GPDPLDYVSMYRNVGSPSANIPEHWHYISFGLSDLYGDNRVHEFTGTDGPSGFGFELTFRLKR 
ETGESAPPTWPAELMQGLARYVFQSENTFCSGDHVSWHSPLDNSESRIQHMLLTEDPQMQPVQ 
TPFGWTFLQIVGVCTEELHSAQQWNGQGILELLRTVPIAGGPWLITDMRRGETIFEIDPHLQ 
ERVDKGIETDGSNLSGVSAKCAWDDLSRPPEDDEDSRSICIGTQPRRLSGKDTEQIRETLRRG 
LEINSKPVLPPINPQRQNGLAHDRAPSRKDSLESDSSTAIIPHELIRTRQLESVHLKFNQESG 
ALIPLCLRGRLLHGRHFTYKSITGDMAITFVSTGVEGAFATEEHPYAAHGPWLQL 

Iioporlianl: fea1:ure8: 
N-glycosyla'bi.on s±t:e. 

amino acids 265-268 
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FIGURE 7 

CGCGi\ATGAAGTTTGCATTTTCCTCTGTTCTTGAGCCCAGCTTCTTCTCGTCTCCCACCCCAG 
CTTCCCGGCATTGGAAGAAGGGACCGTCCTCTTCCTTGTCTTGGCCACCCAAATCCTGGTATC 
GAAAGGGTTGAACGGACCGGAAGTGTGCAGCAGCGACGGGTCCCCAGCTAATCGACGCCGGAA 
GTAGCAATTACTAGAC7VAGCATTCCGCCGCCGGCTTCGCTATGGCGGCAATTCCCCCAGATTC 
CTGGCAGCCACCCAACGTTTACTTGGAGACCAGCATGGGAATCATTGTGCTGGAGCTGTACTG 
GAAGCATGCTCCAAAGACCTGTAAGAACTTTGCTGAGTTGGCTCGTCGAGGTTACTACAATGG 
CACAAAATTCCACAGAATTATCAAAGACTTCATGATCCAAGGAGGTGACCCAACAGGGACAGG 
TCGAGGTGGTGCATCTATCTATGGCAAACAATTTGAAGATGAACTTCATCCAGACTTGAAATT 
CACGGGGGCTGGAAT.TCTCGCAATGGCCAATGCGGGGCCAGATACCAATGGCAGCCAGTTCTT 
TGTGACCCTCGCCCCCACCCAGTGGCTTGACGGCAAACACACCATTTTTGGCCGAGTGTGTCA 
GGGCATAGGAATGGTGAATCGCGTGGGAATGGTAGAAACAAACTCCCAGGACCGCCCTGTGGA 
CGACGTGAAGATCATTAAGGCATACCCTTCTGGGTAGACTTGCTACCCTCTTGAGCAGCTCTT 
CTGAGATGGCCCCAGTGAACCAGCTTCTAGATGACATAGAATGACATGTAATGCTAAATTTCA 
TTTTGGCTTTGCAAGTCATGAAGCTTAGGAGGCCTGGCATCTTGGGTGAGTTAGAGATGGAAG 
TACATTTTAATAGGATGCTTCTTTTCTCTTCCCCCAGTGCCTAGGTTGCCAGAGCATTTGCAC 
AAATGCCCCTGTTTATCAATAGGTGACTACTTACTACACATGAACCATAATGCTGCTTCTTGT 
GCATGTCTGCTCTGATATACGTCGAACAATGTAGCAGCCACTGTCATTTCTCAGTGGTTTTGC 
CTAACCAAACTTCTTCCTAAGGAGATTTATATTCTGGCCTACACAGCAGTCCTTGATGGCTGA 
CAGCCACAGAATTCCAAACCAAGTAGTGTCTGTCAGCCCTCTT7VACTCTGTGCACGCCCTATT 
TCAGTCTTTTACATTTGTTCTTCTAGGGTVATGTATGCATCTCTATATATATTTTCCCTCTCAA 
AACCAGAACATCAACAGTGCTGTTTCTGACACTTCAGACATCCCACGCAAAGCCACATTGAAT 
TTTTGCCAAATGAAAAACACATCCAACAATCAAGTTTCTAAGAAGGTGTCAAGTGGGGAATAA 
TAATAATGTATAATT^TCAAGAAATTAGTTTATTAAAAGGAAGCAGAAGCATTGACCATTTTT 
TCCCAGAGAAGAGGAGAAATCTGTAGTGAGCAAAGGACAGACCATGAATCCTCCTTGAGAAGT 
AGTACTCTCAGAAAGGAGAAGCGCCACTCAAGTTCTTTTT^ACCCAAGACTTTAGAGAAATTAG 
GTCCAAGATTTTTATATGTTCAGTTGTTTATGTATAAAAATAACTTTCTGGATTTTGTGGGGA 
GGAGCAGGAGAGGAAGG2\AGTTAATACCTATGTAATACATAGAAACTTCCAC7^TAAAATGCC 
ATTGATGGTTAAAAAAAAAAAAAAAAAAA 



BNSOOCiD: <WO ^01404e6A2_L> 



wo 01/40466 



PCT/USOO/32678 



8/550 

FIGURE 8 

MAAIPPDSWQPPNVYLETSMGIIVLELYWKHAPKTCKNFAELARRGYYNGTKFHRIIKDFMIQ 
GGDPTGTGRGGASIYGKQFEDELHPDLKFTGAGILA^4ANAGPDTNGSQFFVTLAPTQWLDGKH 
TIFGRVCQGIGMVNRVGMVETNSQDRPVDDVKIIKAYPSG 

Impor'ban^ features : 
N-glycosylat±on sxt:es : 

amino acids 49-52, 108-111 

N-myr±st:oyla'b±on sites : 

amino acids 64-69, 69-74, 143-148 

Cycloph±lxn-1:ype pep tidyl -prolyl cis-trans xsomerase signature: 

amino acids 4 8-65 
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FIGURE 9 

CGGACGCGTGGGCGCGCGCGAGCGCAGCGGTGGGAGGCGGCGACCAGCCGGTTGAGGCCCCAG 

GCTTGGCCTCACCACAATGTGGCACGAGGCTCGGAAGCATGAGCGGAAGCTTCGAGGCATGAT 

GGTCGACTACAAGAAGAGGGCGGAGCGGAGACGGGAGTATTATGAAAAGATCAAGAAGGACCC 

AGCCCAGTTCCTGCAGGTACATGGCCGAGCTTGCAAGGTGCACCTGGATTCTGCAGTCGCCCT 

GGCCGCTGAGAGCCCTGTTAATATGATGCCCTGGCAGGGGGACACCAACAACATGATTGACCG 

ATTCGATGTCCGTGCCCACCTGGACCACATCCCCGACTACACCCCCCCTCTGCTCACCACCAT 

CTCCCCAGAACAGGAGTCGGACGAACGGAAGTGTAACTACGAGCGCTACAGAGGCCTGGTGCA 

GAACGACTTTGCCGGCATCTCAGAGGAGCAGTGCCTGTACCAGATCTACATTGATGAGTTGTA 

CGGAGGCCTCCAGAGACCCAGCGAAGATGAGAAGAAGAAGCTGGCAGAGAAGAAGGCTTCCAT 

CGGTTATACCTACGAGGACAGCACGGTGGCCGAGGTAGAGAAGGCGGCAGAAAAGCCAGAGGA 

GGAGGAGTCAGCGGCCGAGGAGGAGAGCAACTCGGACGAAGATGAGGTCATCCCCGACATCGA 

CGTGGAGGTGGACGTGGATGAATTGAACCAGGAGCAGGTGGCAGATCTCAACAAACAGGCCAC 

GACTTATGGCATGGCCGACGGTGACTTCGTCAGGATGCTCCGGAAAGACAAGGAGGAGGCAGA 

GGCCATCAAGCATGCCAAGGCTCTTGAGGAGGAGAAGGCCATGTACTCGGGACGCCGCTCTCG 

ACGCCAGCGGAGAGAGTTTCGGGAGAAGCGGCTGAGGGGTCGCAAGATCAGCCCACCCAGCTA 

TGCCCGCCGAGACAGCCCCACCTATGACCCCTATAAGCGGTCACCCTCGGAGTCCAGCTCAGA 

GTCCCGCTCCCGCTCCCGCTCCCCGACCCCGGGCCGCGAGGAGAAGATCACGTTCATCACCAG 

TTTTGGGGGCAGCGATGAGGAGGCAGCCGCAGCCGCTGCTGCCGCAGCAGCATCAGGAGTCAC 

CACAGGGAAGCCCCCCGCACCTCCCCAGCCTGGCGGCCCCGCCCCGGGACGTAATGCCAGCGC 

CCGCCGCCGCTCCTCCTCCTCCTCCTCCTCCTCTTCTGCCTCGAGGACCTCCAGCTCCCGCTC 

CAGCTCTCGCTCCAGCTCCCGCTCTCGCCGTGGTGGGGGCTACTACCGTTCCGGCCGCCACGC 

CCGCTCCCGGTCCCGCTCCTGGTCCCGCTCCCGCTCCCGCTCCCGGCGCTATTCCCGGTCCCG 

TAGCCGTGGCCGGCGGCACTCAGGTGGGGGCTCCCGAGACGGACACCGGTACTCCCGCTCGCC 

CGCCCGGCGTGGTGGTTACGGGCCCCGGCGCAGAAGCAGGAGCCGCTCCCACTCAGGGGACCG 

CTACAGGCGGGGCGGCCGGGGCCTCAGGCACCACAGCAGTAGCCGCAGCCGCAGCAGCTGGTC 

CCTCAGCCCGTCCCGCAGTCGCAGCCTGACTCGCAGCCGCAGCCATAGCCCCAGCCCCAGCCA 

GAGCCGCAGCCGCAGCCGCAGCCGCAGCCAGAGCCCCTCGCCATCACCCGCAAGAGAGAAGCT 

GACCAGGCCGGCCGCGTCCCCTGCTGTGGGCGAGAAGCTGAAAAAGACCGAACCTGCCGCTGG 

TAAAGAGACAGGAGCTGCCAAAGTCACCC7^GCTGACGCCTCAGGAGAAGCTGA7\ACTGAGGA 

TGCAGAAGGCGCTGAACAGGCAGTTCAAGGCGGATAAGAAGGCGGCACAAGAAAAGATGATCC 

AGCAGGAGCATGAGCGGCAGGAGCGGGAAGACGAGCTTCGAGCCATGGCCCGCT^GATCCGCA 

TGAAGGAGCGGGAACGCCGAGAGAAGGAGAGAGAAGAGTGGGTUVCGCCAGTACAGCCGGCAGA 

GCCGCTCACCCTCCCCCCGATACAGTCGAGAATACAGCTCTTCTCGAAGGCGCTCAAGGTCCC 

GATCCCGAAGCCCCCATTACCGACATTAGGCAG7\AGAGTGGGGGGTGGGGAGGACAAGGGGGT 

GGGTAAGGGGCTCAAGCTGTGATGCTGCTGGTTTTATCTCTAGTGAAATAAAGTCAAAAGTTA 

TTTAATTCCCGTCAAAAAAAAAAAAAA7\AAAAAAAAA7^AAAAAAAAAAAAAAAAAA7^^^ 

AAAAAAAA 
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FIGURE 10 

MWHEARKHERKLRGMMVDYKKRAERRREYYEKIKKDPAQFLQVHGRACKVHLDSAVALAAESP 
VNMMPWQGDTNNMIDRFDVRAHLDHIPDYTPPLLTTISPEQESDERKCNYERYRGLVQNDFAG 
ISEEQCLYQIYIDELYGGLQRPSEDEKKKLAEKKASIGYTYEDSTVAEVEKAAEKPEEEESAA 
EEESNSDEDEVIPDIDVEVDVDELNQEQVADLNKQATTYGMADGDFVRMLRKDKEEAEAIKHA 
KALEEEKAMYSGRRSRRQRREFREKRLRGRKISPPSYARRDSPTYDPYKRSPSESSSESRSRS 
RSPTPGREEKITFITSFGGSDEEAAAAAAAAAASGVTTGKPPAPPQPGGPAPGRNASARRRSS 
SSSSSSSASRTSSSRSSSRSSSRSRRGGGYYRSGRHARSRSRSWSRSRSRSRRYSRSRSRGRR 
HSGGGSRDGHRYSRSPARRGGYGPRRRSRSRSHSGDRYRRGGRGLRHHSSSRSRSSWSLSPSR 
SRSLTRSRSHSPSPSQSRSRSRSRSQSPSPSPAREKLTRPAASPAVGEKLKKTEPAAGKETGA 
AKVTQADASGEAETEDAEGAEQAVQGG 

Zxnpor'tani: fea'tures: 
N-glycosylablon site : 

amino acids 370-373 

Glycosaxaxnoglycan at:t:achmen't si-te: 
amino acids 443-446 

cAMP- and c<^lP-dependent proi:elxi kinase phosphorylation s±1:e: 

amino acids 159-162, 282-285, 291-294, 374-377, 375-378, 430-433, 
440-443, 466-469 

Casein kinase XI phosphorylai:lon sli:e: 

amino acids 149-152, 166-169, 171-174, 187-190, 193-196, 195-198, 
303-306, 307-310, 335-338, 571-574 

N-myrlstoylatlon slt;es : 

amino acids 118-123, 229-234, 350-355, 446-451, 586-591 
Amlda'blon slt:es : 

amino acids 263-266, 280-283, 438-441 
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FIGURE 11 

GGTAGGCGCGCCCAGACCTGAGACGGGTTGGGACTGGGCTGCGTCACGCGCGGGCTCTAAGCG 
CCCGGGGCCCCGCCCAGTGGCCGGCACAGCCAATCGCAGCGCGGGAAGGCGGTGGGGGCGGGG 
AAGGCCGCCTGGAAACTTAAATCCCGAGGCGGGCGAACCTGCACCAGACCGCGGACGTCTGTA 
ATCTCAGAGGCTTGTTTGCTGAGGGTGCCTGCGCAGCTGCGACGGCTGCTGGTTTTGAAACAT 
SAATCTTTCGCTCGTCCTGGCTGCCTTTTGCTTGGGAATAGCCTCCGCTGTTCCAAAATTTGA 
CCAAAATTTGGATACAAAGTGGTACCAGTGGAAGGCAACACACAGAAGATTATATGGCGCGAA 
TGAAGAAGGATGGAGGAGAGCAGTGTGGGAAAAGAATATGAAAATGATTGAACTGCACAATGG 
GGAATACAGCCAAGGGAAACATGGCTTCACAATGGCCATGAATGCTTTTGGTGACATGACCAA 
TGAAGAATTCAGGCAGATGATGGGTTGCTTTCGAAACCAGAAATTCAGG/^GGGGAAAGTGTT 
CCGTGAGCCTCTGTTTCTTGATCTTCCCAAATCTGTGGATTGGAGi\AAGAAAGGCTACGTGAC 
GCCAGTGAAGAATCAGAAACAGTGTGGTTCTTGTTGGGCTTTTAGTGCGACTGGTGCTCTTGA 
AGGACAGATGTTCCGGAAAACTGGGAAACTTGTCTCACTGAGCGAGCAGAATCTGGTGGACTG 
TTCGCGTCCTCAAGGCAATCAGGGCTGCAATGGTGGCTTCATGGCTAGGGCCTTCCAGTATGT 
CAAGGAGAACGGAGGCCTGGACTCTGAGGAATCCTATCCATATGTAGCAGTGGATGAAATCTG 
TAAGTACAGACCTGAGAATTCTGTTGCTAATGACACTGGCTTCACAGTGGTCGCACCTGGAAA 
GGAGAAGGCCCTGATGAAAGCAGTCGCAACTGTGGGGCCCATCTCCGTTGCTATGGATGCAGG 
CCATTCGTCCTTCCAGTTCTACAAATCAGGCATTTATTTTG7\ACCAGACTGCAGCAGCAAAAA 
CCTGGATCATGGTGTTCTGGTGGTTGGCTACGGCTTTGAAGGAGCA/^ATTCGAATAACAGCAA 
GTATTGGCTCGTCA7\7y\ACAGCTGGGGTCCAG7U^TGGGGCTCG7^TGGCTATGTAAAAATAGC 
CAAAGACAAGAACAACCACTGTGGAATCGCCACAGCAGCCAGCTACCCCAATGTGTGAGCTGA 
TGGATGGTGAGGAGGAAGGACTTAAGGACAGCATGTCTGGGGAAATTTTATCTTGAAACTGAC 
CAAACGCTTATTGTGTAAGATTVAACCAGTTGAATCATGGAGGATCCAAGTTGAGATTTTAATT 
CTGTGACATTTTTACAAGGGTAAAATGTTACCACTACTTTAATTATTGTTATACACAGCTTTA 
TGATATC/y^GACTCATTGCTTT^TTCTAAGACTTTTGAATTTTCATTTTTTAAAAAGATGTA 
CAAAACAGTTTGAAATAAATTTTAATTCGTATATA 
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FIGURE 12 

MNLSLVLAAFCLGIASAVPKFDQNLDTKWYQWKATHRRLYGANEEGWRRAVWEKNMKMIELHN 
GEYSQGKHGFTMAMNAFGDMTNEEFRQMMGCFRNQKFRKGKVFREPLFLDLPKSVDWRKKGYV 
TPVKNQKQCGSCWAFSATGALEGQMFRKTGKLVSLSEQNLVDCSRPQGNQGCNGGFMARAFQY 
VKENGGLDSEESYPYVAVDEICKYRPENSVANDTGFTWAPGKEKALMKAVATVGPISVAMDA 
GHSSFQFYKSGIYFEPDCSSKNLDHGVLVVGYGFEGANSNNSKYWLVKNSWGPEWGSNGYVKI 
AKDKNNHCGIATAASYPNV 

Importiant f ea^bures : 
Signal sequence 

amino acids 1-17 

N-glycosylation sx^bes . 

amino acids 2-6, 221-225, 292-296 

N-myrxs'toyla^lon sites . 

- amino acids 13-19, 93-99, 136-142, 145-151, 174-180, 177-183, 
180-186, 194-200, 288-294, 324-330 

Eukaryotic thiol (cysteine) proteases cysteine active site. 

amino acids 132-144 

Eukaryotic thiol (cysteine) proteases histidine active site. 

amino acids 275-286 
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FIGURE 13 

GGCGGCGTCATGTGATCCGCTTCCCTGCTCCTTTAAGCGTCCACAGGCGGCGGAGCGGCCACA 
ATCACAGCTCCGGGCATTGGGGGAACCCGAGCCGGCTGCGCCGGGGGAATCCGTGCGGGCGCC 
TTCCGTCCCGGTCCCATCCTCGCCGCGCTCCAGCACCTCTGAAGTTTTGCAGCGCCCAGAAAG 
GAGGCGAGGAAGGAGGGAGTGTGTGAGAGGAGGGAGCAAAAAGCTCACCCTAAAACATTTATT 
TCAAGGAGAAAAGAAAAAGGGGGGGCGCAAAAATGGCTGGGGCAATTATAGAAAACATGAGCA 
CCAAGAAGCTGTGCATTGTTGGTGGGATTCTGCTCGTGTTCCAAATCATCGCCTTTCTGGTGG 
GAGGCTTGATTGCTCCAGGGCCCACAACGGCAGTGTCCTACATGTCGGTGA/^TGTGTGGATG 
CCCGTAAG7\ACCATCACAAGACAAAATGGTTCGTGCCTTGGGGACCCAATCATTGTGACAAGA 
TCCGAGACATTGAAGAGGCAATTCCAAGGGAAATTG7\AGCCAATGACATCGTGTTTTCTGTTC 
ACATTCCCCTCCCCCACATGGAGATGAGTCCTTGGTTCCAATTCATGCTGTTTATCCTGCAGC 
TGGACATTGCCTTCAAGCTAAACAACCAAATCAGAGAAAATGCAGAAGTCTCCATGGACGTTT 
CCCTGGCTTACCGTGATGACGCATTTGCTGAGTGGACTGAAATGGCCCATGAAAGAGTACCAC 
GGAAACTCAi\ATGCACCTTCACATCTCCCAAGACTCCAGAGCATGAGGGCCGTTACTATGAAT 
GTGATGTCCTTCCTTTCATGGAAATTGGGTCTGTGGCCCATAAGTTTTACCTTTTAAACATCC 
GGCTGCCTGTGAATGAGAAGAAGAAAATCAATGTGGGAATTGGGGAGATAAAGGATATCCGGT 
TGGTGGGGATCCACCAAAATGGAGGCTTCACCAAGGTGTGGTTTGCCATGAAGACCTTCCTTA 
CGCCCAGCATCTTCATCATTATGGTGTGGTATTGGAGGAGGATCACCATGATGTCCCGACCCC 
CAGTGCTTCTGGAAAAAGTCATCTTTGCCCTTGGGATTTCCATGACCTTTATCAATATCCCAG 
TGGAATGGTTTTCCATCGGGTTTGACTGGACCTGGATGCTGCTGTTTGGTGACATCCGACAGG 
GCATCTTCTATGCGATGCTTCTGTCCTTCTGGATCATCTTCTGTGGCGAGCACATGATGGATC 
AGCACGAGCGGAACCACATCGCAGGGTATTGGAAGCAAGTCGGACCCATTGCCGTTGGCTCCT 
TCTGCCTCTTCATATTTGACATGTGTGAGAGAGGGGTACAACTCACGAATCCCTTCTACAGTA 
TCTGGACTACAGACATTGGAACAGAGCTGGCCATGGCCTTCATCATCGTGGCTGGAATCTGCC 
TCTGCCTCTACTTCCTGTTTCTATGCTTCATGGTATTTCAGGTGTTTCGGAACATCAGTGGGA 
AGCAGTCCAGCCTGCCAGCTATGAGCAAAGTCCGGCGGCTACACTATGAGGGGCTAATTTTTA 
GGTTCAAGTTCCTCATGCTTATCACCTTGGCCTGCGCTGCCATGACTGTCATCTTCTTCATCG 
TTAGTCAGGTAACGGAAGGCCATTGGAAATGGGGCGGCGTCACAGTCCT^GTGAACAGTGCCT 
TTTTCACAGGCATCTATGGGATGTGGAATCTGTATGTCTTTGCTCTGATGTTCTTGTATGCAC 
CATCCCATAAAAACTATGGAGAAGACCAGTCCAATGGCGATCTGGGTGTCCATAGTGGGGAAG 
AACTCCAGCTCACCACCACTATCACCCATGTGGACGGACCCACTGAGATCTACAAGTTGACCC 
GCAAGGAGGCCCAGGAGTAGGAGGCTGCAGCGCCCGGCTGGGACGGTCTCTCCATACCCCAGC 
CCCTCTAACTAGAGTGGGGAGCATGCCAGAGAGAGCTCAATGTACAAATGAATGCCTCATGGC 
TCTTAGCTGTGGTTTCTTGGACCAGCGGCATGGACATTTGTCAGTTTGCCTTCTGACGGTAGC 
TTTTGGAGGAAGATTCCTGCAGCCACTAATGCATTGTGTATGAT7U\CAAAAACTCTGGTATGA 
CACATTTTCTGTGATCATTGTTAATTAGTGACATAGTAACATCTGTAGCAGCTGGTTAGTAAA 
CCTCATGTGGGGGTGGGGTGGGGGTGTATTCCTTGGGGGATGGTTTGGGCCGAATGGGGAGTG 
GAATATTTGACATTTTTCCTGTTTTAAATTCTAGGATAGATTTTAACATCCTTTGCGGTCCCA 
GTCCAAGGTAGGCTGGTGTCATAGTCTTCTCACTCCTAATCCATGACCACTGTTTTTTTCCTA 
TTTATATCACCAGGTAGCCTACTGAGTTAATATTTAAGTTGTCAATAGATAAGTGTCCCTGTT 
TTGTGGCATAATATAACTGAATTTCATGAGAAGATTTATTCCACCAGGGGTATTTCAGCTTTG 
AAACCAAATCTGTGTATCTAATACTAACCAATCTGTTGGATGTGGATTTTAAAAAATGTTTGC 
T7^AACTACCCi\AGTAAGATTTACTGTATTAAATGGCCTTCGGGTCTGAAAAGCTTTTTTAACC 
TCTTGCTTAAAATGCGTTTTATTTTGATAAGATACTTCAAATAGCCTCCAAAAGTGTAGATCC 
AATCACTTAAATAAACCTGTATGTATATGCAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 14 

MAGAIIENMSTKKLCIVGGILLVFQIIAFLVGGLIAPGPTTAVSYMSVKCVDARKNHHKTKWF 
VPWGPNHCDKIRDIEEAIPREIEANDIVFSVHIPLPHMEMSPWFQFMLFILQLDIAFKLNNQI 
RENAEVSMDVSLAYRDDAFAEWTEMAHERVPRKLKCTFTSPKTPEHEGRYYECDVLPFMEIGS 
VAHKFYLLNIRLPVNEKKKINVGIGEIKDIRLVGIHQNGGFTKVWFAMKTFLTPSIFIIMVWY 
WRRITMMSRPPVLLEKVIFALGISMTFINIPVEWFSIGFDWTWMLLFGDIRQGIFYAMLLSFW 
1 1 FCGEHMMDQHERNH I AGYWKQVGPIAVGS FCLFI FDMCERGVQLTN PFYS IWTTDIGTELA 
MAFIIVAGICLCLYFLFLCFMVFQVFRNISGKQSSLPAMSKVRRLHYEGLIFRFKFLMLITLA 
CAAMTVIFFIVSQVTEGHWKWGGVTVQVNSAFFTGIYGMWNLYVFALMFLYAPSHKNYGEDQS 
NGDLGVHSGEELQLTTTITHVDGPTEIYKLTRKEAQE 

Xmporlsani: £eat:ures o£ "the prot:e±n: 
Signal pept:±de : 

amino acids 1-42 

TransmeTnlr>jrane domaxns : 

amino acids 239-253, 269-284, 302-318, 338-352, 377-399, 434-452, 
471-488 

N-glycosylation sites • 

amino acids 8-12, 406-410 

cAMP- and cGMP-dependenI: protein kinase phosphorylation site. 

amino acids 254-258 

N-myristeylation sites. 

amino acids 223-229, 274-280, 305-311, 358-364, 374-380, 386-392, 
509-515 
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FIGURE 15 

GTGAGGGGAACAGCTGATCCGTCTGTTGGGAGGACAGATATCTCAAGGCCAGGATGGAAGAAT 
CACCACTAAGCCGGGCACCATCCCGTGGTGGAGTCAACTTTCTCAATGTAGCCCGGACCTACA 
TCCCCAACACCAAGGTGGAATGTCACTACACCCTTCCCCCAGGCACCATGCCCAGTGCCAGTG 
ACTGGATTGGCATCTTCAAGGTGGAGGCTGCCTGTGTTCGGGATTACCACACATTTGTGTGGT 
CTTCCGTGCCTGAAAGTACAACTGATGGTTCCCCCATTCACACCAGTGTCCAGTTCCAAGCCA 
GCTACCTGCCCAAACCAGGAGCTCAGCTCTACCAGTTCCGATATGTGAACCGCCAGGGCCAGG 
TGTGTGGGCAGAGCCCCCCTTTCCAGTTCCGAGAGCCAAGGCCCATGGATGAACTGGTGACCC 
TGGAGGAGGCTGATGGGGGCTCTGACATCCTGCTGGTTGTCCCCAAGGCAACTGTGTTACAGA 
ACCAGCTCGATGAGAGGCAGC7VAGAACGGAATGACCTGATGCAGCTGAAGCTACAGCTGGAGG 
GACAGGTGACAGAGCTGAGGAGCCGAGTGCAGGAGCTCGAGAGGGCTCTGGCAACTGCCAGGC 
AGGAGCACACGGAGCTGATGGAACAGTACAAGGGGATTTCCCGGTCCCATGGGGAGATCACAG 
AAGAGAGGGACATCCTGAGCCGGCAACAGGGAGACCATGTGGCACGCATCCTGGAGCTAGAGG 
ATGACATCCAGACCATCAGTGAGAAAGTGCTGACGAAGGAAGTGGAGCTGGACAGGCTTAGAG 
ACACAGTGAAGGCCCTGACTCGGGAACAAGAGAAGCTCCTTGGGCAACTGAAAGAAGTACAAG 
CAGACAAGGAGCAAAGTGAGGCTGAGCTCCAAGTGGCACAACAGGAGAACCATCACTTAAATT 
TGGACCTGAAGGAGGCGAAGAGCTGGCAAGAGGAGCAGAGTGCTCAGGCTCAGCGACTGAAAG 
ACAAGGTGGCCCAGATGAAGGACACCCTAGGCCAGGCCCAGCAGCGGGTGGCCGAGCTGGAGC 
CCTTGAAGGAGCAGCTTCGAGGGGCCCAGGAGCTTGCAGCCTCAAGCCAGCAGAAAGCCACCC 
TTCTTGGGGAGGAGTTGGCCAGTGCAGCAGCAGCCAGGGACCGCACCATAGCCGAACTACACC 
GCAGCCGCCTGGAAGTGGCTGAAGTTAACGGCAGGCTGGCTGAGCTCGGTTTGCACTTGAAGG 
AAGAAAAATGCCAATGGAGCAAGGAGCGGGCAGGGCTGCTGCAGAGTGTGGAGGCAGAGAAGG 
ACAAGATCCTGT^GCTGAGTGCAGAGATACTTCGATTGGAGAAGGCAGTTCAGGAGGAGAGGA 
CCCAAAACCAAGTGTTCAAGACTGAGCTGGCCCGGGAGAAGGATTCTAGCCTGGTACAGTTGT 
CAGAAAGTAAGCGGGAGCTGACAGAGCTGCGGTCAGCCCTGCGTGTGCTCCAGAAGGAAAAGG 
AGCAGTTACAGGAGGAGAAACAGGAATTGCTAGAGTACATGAGAAAGCTAGAGGCCCGCCTGG 
AGAAGGTGGCAGATGAGAAGTGGAATGAGGATGCCACCACAGAGGATGAGGAGGCCGCTGTGG 
GGCTGAGCTGCCCGGCAGCTCTGACAGACTCAGAGGACGAGTCCCCAGAAGACATGAGGCTCC 
CACCCTATGGCCTTTGTGAGCGTGGAGACCCAGGCTCCTCTCCTGCTGGGCCTCGAGAGGCTT 
CTCCCCTTGTTGTCATCAGCCAGCCGGCTCCCATTTCTCCTCACCTCTCTGGGCCAGCTGAGG 
ACAGTAGCTCTGACTCGGAGGCTGAAGATGAGAAGTCAGTCCTGATGGCAGCTGTGCAGAGTG 
GGGGTGAGGAGGCCAACTTACTGCTTCCTGAACTGGGCAGTGCCTTCTATGACATGGCCAGTG 
GCTTTACAGTGGGTACCCTGTCAGAAACCAGCACTGGGGGCCCTGCCACCCCCACATGGAAGG 
AGTGTCCTATCTGTAAGGAGCGCTTTCCTGCTGAGAGTGACAAGGATGCCCTGGAGGACCACA 
TGGATGGACACTTCTTTTTCAGCACCCAGGACCCCTTCACCTTTGAGTGATCTTACTCCCTCG 
TACATGCACAAATACACACTCATGCACACACACACTCACACACATGCATACACTTAGGTTTCA 
TGCCCATTTTCTATCACACTGGGCTCCATGATATTCTGTTCCCTAAGAACTGCTTCTGTGTGC 
CCTGTTTTCATCCCAAGATTTCTCACTTCATCCTCTCCTACCTGGCTCTTTTGTCCCAGGGAG 
GGGTCCTGTTCGGAAGCAGTGGCTGAATTTATCCCCTGAAAGTGGTTTTGGAGGAACCGGGAT 
GGAGGAGGCCTTCCCCTGTGGGAATAGAATCGTCCACTCCTAGCCCTGGTTGCTTCTGATACA 
CAGCCACTGCACACACACACTCACACTCACACTCCCTTGTCTGATGCCCCAAAGCCAATTCCT 
GGGGCACCCTACCCTCTCTTATTTGGAGTTTCCGTTGGTTTACCTGAGTTTTCTCTGGGGTCT 
GCACAGAGGCAGCAGCATGGACATCATGGCCTCTCAGGTCCCTTTTGGTTCTCAGTTTCATTG 
GTTCCTCTTTCTGTTCCCCCATTGACTTCTGTGCCCCACCCTAGCCTTTTCCATAACCTTAGG 
TATTCAGTTTGGAGGGGTTTTTTGTATTTTTGAGGATTCCTGTATTCTGTATCCTCTCCTCGC 
ATCTCCTCACATGGAAAGAAATAATGTATTTGTGCCTTCTGTGAGGAATGGGGGGAACAAGTG 
GTCCCAGGTATCCCCATTTCCAAGGCCCCCCTCCCTCTCCAGGTCCCCCCACAGCAATAAAAG 
CTTCCCCCTGATATCCATCCCTTTGTAGTTTGAACAAATATATTTATATGATATGTAA 
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FIGURE 16 

MEESPLSRAPSRGGVNFLNVARTYIPNTKVECHYTLPPGTMPSASDWIGIFKVEAACVRDYHT 
FVWSSVPESTTDGSPIHTSVQFQASYLPKPGAQLYQFRYVNRQGQVCGQSPPFQFREPRPMDE 
LVTLEEADGGSDILLVVPPvATVLQNQLDESQQERNDLMQLKLQLEGQVTELRSRVQELERALA 
TARQEHTELMEQYKGISRSHGEITEERDILSRQQGDHVARILELEDDIQTISEKVLTKEVELD 
RLRDTVKALTREQEKLLGQLKEVQADKEQSEAELQVAQQENHHLNLDLKEAKSWQEEQSAQAQ 
RLKDKVAQMKDTLGQAQQRVAELEPLKEQLRGAQELAASSQQKATLLGEELASAAAARDRTIA 
ELHRSRLEVAEVNGRLAELGLHLKEEKCQWSKERAGLLQSVEAEKDKILKLSAEILRLEKAVQ 
EERTQNQVFKTELAREKDSSLVQLSESKRELTELRSALRVLQKEKEQLQEEKQELLEYMRKLE 
ARLEECVADEKWNEDATTEDEEAAVGLSCPTU^LTDSEDESPEDMRLPPYGLCERGDPGSSPAGP 
REASPLWISQPAPISPHLSGPAEDSSSDSEAEDEKSVLMAAVQSGGEEANLLLPELGSAFYD 
MASGFTVGTLSETSTGGPATPTWKECPICKERFPAESDKDALEDHMDGHFFFSTQDPFTFE 



Impor^tant: f ea'tures : 

Casein kinase II phosphozryla^xon sxi:es: 

amino acTds 28-31, 43-46, 68-71, 72-75, 129-132, 156-159, 208- 
211, 239-242, 282-285, 305-308, 376-379, 383-383, 468-471, 520- 
523, 521-524, 537-540, 539-542, 543-546, 593-596, 595-598, 597- 
600, 612-615, 639-642, 652-655, 667-670, 683-686 



N-myr±stoyla'k±on si. ties : 

amino acids 39-44, 107-112, 204-209, 414-419, 561-566, 613-618 

Cell at;t:achment; secpience: 

amino acids 557-559 



I«euc±ne zipper pat tern sequence : 

amino acids 163-184, 475-496, 482-503 
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FIGURE 17 

GCAAGTTGGGAATTTTAGACTGTCACTGCACATGGACCTCTGGGAAGACGTCTGGCGAGAGCT 
AGGCCCACTGGCCCTACAGACGGATCTTGCTGGCTCACCTGTCCCTGTGGAGGTTCCCCTGGG 
AAGGCAAGATGCCCAACAACAGCACTGCTCTGTCATTGGCCAATGTTACCTACATCACCATGG 
AAATTTTCATTGGACTCTGCGCCATAGTGGGCAACGTGCTGGTCATCTGCGTGGTCAAGCTGA 
ACCCCAGCCTGCAGACCACCACCTTCTATTTCATTGTCTCTCTAGCCCTGGCTGACATTGCTG 
TTGGGGTGCTGGTCATGCCTTTGGCCATTGTTGTCAGCCTGGGCATCACAATCCACTTCTACA 
GCTGCCTTTTTATGACTTGCCTACTGCTTATCTTTACCCACGCCTCCATCATGTCCTTGCTGG 
CCATCGCTGTGGACCGATACTTGCGGGTCAAGCTTACCGTCAGATTCAGT^TTCCTGGGCTCC 
CTGGGTGCATTCTATCATTCCAGTTGAAAGTTTGCTTCCTTCCAGTCATGTGGCTCTTCATTC 
TACTCTCCTTGGCTCTCATTTCAGATGCCATGGTCATGGATGAAAAGGTCAAGAGAAGCTTTG 
TGCTGGACACGGCTTCTGCCATCTGCAACTACAATGCCCACTACAAGAATCACCCCAAATACT 
GGTGCCGAGGCTATTTCCGTGACTACTGCAACATCATCGCCTTCTCCCCTAACAGCACCAATC 
ATGTGGCCCTGAGGGACACAGGGAACCAGCTCATTGTCACTATGTCCTGCCTGACCAAAGAGG 
ACACGGGCTGGTACTGGTGTGGCATCCAGCGGGACTTTGCCAGGGATGACATGGATTTTACAG 
AGCTGATTGTAACTGACGACAAAGGAACCCTGGCCAATGACTTTTGGTCTGGGAAAGACCTAT 
CAGGCAACAAAACCAGAAGCTGCAAGGCTCCCAAAGTTGTCCGC/y^GGCTGACCGCTCCAGGA 
CGTCCATTCTCATCATTTGCATACTGATCACGGGTTTGGGAATCATCTCTGTAATCAGTCATT 
TGACCAAAAGGAGGAGAAGTCT^lAAGGAATAGAAGGGTAGGCAACACTTTGAAGCCCTTCTCGC 

gtgtcctgactccaaaggt^aatggctcctactgaacagatgtsactgaagatttttttaattt 
agttcataaagtgatgctacaacagt^taatcaccatgacaactggcccacacctcagagact 

GATTCTGATCTCCCAGGAATTCTGAAGGACCCTCTATCCTTGACAACAATCATTTGCAGCCAG 
GTAGCAACGGCGGTAGTCAGAGGAGCTATGATAGACCACACCC/y^GCAAGGCTGCCCTCAAAT 
AACATCTCAAGATCTTAGTTCTTATGCATTCCATCAGTCAGAAGTGAAGAAGAGGTGGAGAAT 
CTGGATTGGGGACCAGGAAATCACTTGTATTTTGTTAGCCAATAAATTCCTAGCCAGTGTTGA 
ATGAAAA7\AAAAAA7\A 
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FIGURE 18 

MPNNSTALSLANVTYITMEIFIGLCAIVGNVLVICVVKLNPSLQTTTFYFIVSLALADIAVGV 
LVMPLAIWSLGITIHFYSCLFMTCLLLIFTHASIMSLLAIAVDRYLRVKLTVRFRIPGLPGC 
ILSFQLKVCFLPVMWLFILLSLALISDAMVMDEKVKRSFVLDTASAICNYNAHYKNHPKYWCR 
GYFRDYCNIIAFSPNSTNHVALRDTGNQLIVTMSCLTKEDTGWYWCGIQRDFARDDMDFTELI 
VTDDKGTLANDFWSGKDLSGNKTRSCKAPKVVRKADRSRTSILIICILITGLGIISVISHLTK 
RRRSQRNRRVGNTLKPFSRVLTPKEMAPTEQM 

Impor'bant feaiiures of the protein: 
Transmembrane doxaa±ns: 

amino acids 16-35, 62-80, 89-101, 134-152, 292-311 
N-glycosylatxon sxtes * 

amino acids 3-7, 4-8, 12-16, 204-208, 273-277 

cAMP- and cOdP -dependent protein kinase phosphorylation site. 

amino acids 316-320 

N-myrlstoylatlon sites . 

amino acicfs 122-128, 125-131, 258-264 

Prokaryotlc membrane lipoprotein lipid attachment site. 

amino acids 214-225 

6-proteln coupled receptors proteins. 

amino acids 29-59, 76-116 
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FIGURE 19 



CTCGGGCGCGCACAGGCAGCTCGGTTTGCCCTGCGATTGAGCTGCGGGTCGCGGCCGGCGCCGGCCTCTCC/UITG 

GCAAATGTGTGTGGCTGGAGGCGAGCGCGAGGCTTTCGGCAAAGGCAGTCGAGTGTTTGCAGACCGGGGCGAGTC 

CTGTGAAAGCAGATAAAAGAAAACATTTATTAACGTGTCATTACGAGGGGAGCGCCCGGCCGGGGCTGTCGCACT 

CCCCGCGGAACATTTGGCTCCCTCCAGCTCCGAGAGAGGAGAAGMGAAAGCGGAAAAGAGGCAGATTCACGTCG 

TTTCCAGCCAAGTGGACCTGATCGATGGCCCTCCTGAATTTATCACGATATTTGATTTATTAGCGATGCCCCCTG 

GTTTGTGTGTTACGCACACACACGTGCACACAAGGCTCTGGCTCGCTTCCCTCCCTCGTTTCCAGCTCCTGGGCG 

AATCCCACATCTGTTTCAACTCTCCGCCGAGGGCGAGCAGGAGCGAGAGTGTGTCGAATCTGCGAGTGAAGAGGG 

ACGAGGGAAAAGAAACAAAGCCACAGACGCAACTTGAGACTCCCGCATCCCAAAAGAAGCACCAGATCAGCAAAA 

AAAGAAGATGGGCCCCCCGAGCCTCGTGCTGTGCTTGCTGTCCGCAACTGTGTTCTCCCTGCTGGGTGGAAGCTC 

GGCCTTCCTGTCGCACCACCGCCTGAAAGGCAGGTTTCAGAGGGACCGCAGGAACATCCGCCCCAACATCATCCT 

GGTGCTGACGGACGACCAGGATGTGGAGCTGGGTTCCATGCAGGTGATGAACAAGACCCGGCGCATCATGGAGCA 

GGGCGGGGCGCACTTCATCi=^CGCCTTCGTGACCACACCCATGTGCTGCCCCTCACGCTCCTCCATCCTCACTGG 

CAAGTACGTCCACAACCACAACACCTACACCAACAATGAGAACTGCTCCTCGCCCTCCTGGCAGGCA 

GAGCCGCACCTTTGCCGTGTACCTCAATAGCACTGGCTACCGGACAGCTTTCTTCGGGAAGTATCTTAATG/^TA 

CAACGGCTCCTACGTGCCACCCGGCTGGAAGGAGTGGGTCGGACTCCTTAAAAACTCCCGCTTTTATAACTACAC 

GCTGTGTCGGAACGGGGTG7UUVGAGAAGCACGGCTCCGACTACTCCAAGGATTACCTCACAGACCTCATCACCAA 

TGACAGCGTGAGCTTCTTCCGCACGTCCAAGAAGATGTACCCGCACAGGCCAGTCCTCATGGTCATCAGCCATGC 

AGCCCCCCACGGCCCTGAGGATTCAGCCCCACAATATTCACGCCTCTTCCCAAACGCATCTCAGCACATCACGCC 

GAGCTACAACTACGCGCCCAACCCGGACAAACACTGGATCATGCGCTACACGGGGCCCATGAAGCCCATCCACAT 

GGAATTCACCAACATGCTCCAGCGGAAGCGCTTGCAGACCCTCATGTCGGTGGACGACTCCATGGAGACGATTTA 

CAACATGCTGGTTGAGACGGGCGAGCTGGACAACACGTACATCGTATACACCGCCGACCACGGTTACCACATCGG 

CCAGTTTGGCCTGGTGAAAGGGAAATCCATGCCATATGAGTTTGACATCAGGGTCCCGTTCTACGTGAGGGGCCC 

CAACGTGGAAGCCGGCTGTCTGAATCCCCACATCGTCCTCAACATTGACCTGGCCCCCACCATCCTGGACATTGC 

AGGCCTGGACATACCTGCGGATATGGACGGGAAATCCATCCTCAAGCTGCTGGACACGGAGCGGCCGGTGAATCG - 

GTTTCACTTGAAAAAGAAGATGAGGGTCTGGCGGGACTCCTTCTTGGTGGAGAGAGGCAAGCTGCTACACAAGAG 

AGACAATGACAAGGTGGACGCCCAGGAGGAGAACTTTCTGCCCAAGTACCAGCGTGTGAAGGACCTGTGTCAGCG 

TGCTGAGTACCAGACGGCGTGTGAGCAGCTGGGACAGAAGTGGCAGTGTGTGGAGGACGCCACGGGGAAGCTGAA 

GCTGCATAAGTGCAAGGGCCCCATGCGGCTGGGCGGCAGCAGAGCCCTCTCCAACCTCGTGCCCAAGTACTACGG 

GCAGGGCAGCGAGGCCTGCACCTGTGACAGCGGGGACTACAAGCTCAGCCTGGCCGGACGCCGGAAAAAACTCTT 

CAAGAAGAAGTACAAGGCCAGCTATGTCCGCAGTCGCTCCATCCGCTCAGTGGCCATCGAGGTGGACGGCAGGGT 

GTACCACGTAGGCCTGGGTGATGCCGCCCAGCCCCGAAACCTCACCAAGCGGCACTGGCCAGGGGCCCCTGAGGA 

CCAAGATGACAAGGATGGTGGGGACTTCAGTGGCACTGGAGGCCTTCCCGACTACTCAGCCGCCAACCCCATTAA 

AGTGACACATCGGTGCTACATCCTAGAGAACGACACAGTCCAGTGTGACCTGGACCTGTACAAGTCCCTGCAGGC 

CTGGAAAGACCACAAGCTGCACATCGACCACGAGATTGAAACCCTGCAGAACAAAATTAAGAACCTGAGGGAAGT 

CCGAGGTCACCTGAAGTU^AAAGCGGCCAGAAGAATGTGACTGTCACAAAATCAGCTACCACACCCAGCACAAAGG 

CCGCCTCAAGCACAGAGGCTCCAGTCTGCATCCTTTCAGGAAGGGCCTGCAAGAGAAGGACAAGGTGTGGCTGTT 

GCGGGAGCAGAAGCGCAAGAAGAAACTCCGCAAGCTGCTCAAGCGCCTGCAGAACAACGACACGTGCAGCATGCC 

AGGCCTCACGTGCTTCACCCACGACAACCAGCACTGGCAGACGGCGCCTTTCTGGACACTGGGGCCTTTCTGTGC 

CTGCACCAGCGCCAACAATAACACGTACTGGTGCATGAGGACCATCAATGAGACTCACAATTTCCTCTTCTGTGA 

ATTTGCAACTGGCTTCCTAGAGTACTTTGATCTCAACACAGACCCCTACCAGCTGATGAATGCAGTGAACACACT 

GGACAGGGATGTCCTCAACCAGCTACACGTACAGCTCATGGAGCTGAGGAGCTGCAAGGGTTACAAGCAGTGTAA 

CCCCCGGACTCGAAACATGGACCTGGATGGAGGAAGCTATGAGCAATACAGGCAGTTTCAGCGTCGAAAGTGGCC 

AG7VAATGAAGAGACCTTCTTCCAAATCACTGGGACAACTGTGGGAAGGCTGGGAAGGTTAAGAAACAACAGAGGT 

GGACCTCCAAAAACATAGAGGCATCACCTGACTGCACAGGCAATGAAAAACCATGTGGGTGATTTCCAGCAGACC 

TGTGCTATTGGCCAGGAGGCCTGAG7VAAGCAAGCACGCACTCTCAGTCAACATGACAGATTCTGGAGGATAACCA 

GCAGGAGCAGAGATAACTTCAGGAAGTCCATTTTTGCCCCTGCTTTTGCTTTGGATTATACCTCACCAGCTGCAC 

AAAATGCATTTTTTCGTATCAAAAAGTCACCACTAACCCTCCCCCAGAAGCTCACT^AAGGAAAACGGAGAGAGCG 

AGCGAGAGAGATTTCCTTGGTUU^TTTCTCCCAAGGGCGAAAGTCATTGGAATTTTTAAATCATAGGGGAAAAGCA 

GTCCTGTTCTAAATCCTCTTATTCTTTTGGTTTGTCAC/^AAGAAGGAACTAAGAAGCAGGACAGAGGCAACGTGG 

AGAGGCTGT^AAACAGTGCAGAGACGTTTGACAATGAGTCAGTAGCACAAAAGAGATGACATTTACCTAGCACTAT 

AAACCCTGGTTGCCTCTGAAGAAACTGCCTTCATTGTATATATGTGACTATTTACATGTAATCAACATGGGAACT 

TTTAGGGGAACCTAATAAGAAATCCCAATTTTCAGGAGTGGTGGTGTCAATAAACGCTCTGTGGCCAGTGTAAAA 

GAAAAA 
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FIGURE 20 

MGPPSLVLCLLSATVFSLLGGSSAFLSHHRLKGRFQRDRRNIRPNIILVLTDDQDVELGSMQV 
MNKTRRIMEQGGAHFINAFVTTPMCCPSRSSILTGKYVHNHNTYTNNENCSSPSWQAQHESRT 
FAVYLNSTGYRTAFFGKYLNEYNGSYVPPGWKEWVGLLKNSRFYNYTLCRNGVKEKHGSDYSK 
DYLTDLITNDSVSFFRTSKKMYPHRPVLMVISHAAPHGPEDSAPQYSRLFPNASQHITPSYNY 
APNPDKHWIMRYTGPMKPIHMEFTNMLQRKRLQTLMSVDDSMETIYNMLVETGELDNTYIVYT 
ADHGYHIGQFGLVKGKSMPYEFDIRVPFYVRGPNVEAGCLNPHIVLNIDLAPTILDIAGLDIP 
ADMDGKSILKLLDTERPVNRFHLKKKMRVWRDSFLVERGKLLHKRDNDKVDAQEENFLPKYQR 
VKDLCQRAEYQTACEQLGQKWQCVEDATGKLKLHKCKGPMRLGGSRALSNLVPKYYGQGSEAC 
TCDSGDYKLSLAGRRKKLFKKKYKASYVRSRSIRSVAIEVDGRVYHVGLGDAAQPRNLTKRHW 
PGAPEDQDDKDGGDFSGTGGLPDYSAANPIKVTHRCYILENDTVQCDLDLYKSLQAWKDHKLH 
IDHEIETLQNKIKNLREVRGHLKKKRPEECDCHKISYHTQHKGRLKHRGSSLHPFRKGLQEKD 
KVWLLREQKRKKKLRKLLKRLQNNDTCSMPGLTCFTHDNQHWQTAPFWTLGPFCACTSANNNT 
YWCMRTINETHNFLFCEFATGFLEYFDLNTDPYQLMNAVNTLDRDVLNQLHVQLMELRSCKGY 
KQCNPRTRNMDLDGGSYEQYRQFQRRKWPEMKRPSSKSLGQLWEGWEG 

Impor'tan'b fea'tures : 
Signal pept:i<le: 

amino acids 1-17 

Sulf aliases signa'fcure 1 . 

amino acids 86-99 

Homologous region t^o sulfa'base: 

amino acids 87-106, 133-146, 216-229, 291-320, 365-375 
N-glycosyla'tion si'tes. 

amino acids 65-69, 112-116; 132-136, 149-153, 171-175, 198-202, 
241-245, 561-565, 608-612, 717-721, 754-758, 764-768 
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FIGURE 21 

GGGCGCGCGAGAGCTGCTAGGGCGGTTTCTCTGCCTCGGGCCTGTTGGGCAGGGCCGGCT 
AAGGTGCGCGTGCTCGCTGGTTCTT^CCCTTCTGTTGGGCGTTTCTGCTGAGAGGCGGGA 
GGCGCTGAGAGTCTGTGCGGAGGTCCGTGGACAGACTGCTTTGCTCGTTGTTGCTCTTCG 
GAGGCGGCGATCCCCGAAGGCGAGCTGAAATACGGCTGCAGGCTACAATTTGCAGCCGAC 
GATTATGGAAGACGGAAGCGGGAGAGGTGGCCCACCCTCMPGGAGCGCTTGTGCTCGGAT 
GGCTTCGCATTTCCCCAATACCCCATTAAACCGTATCATCTGAAGAGGATCCACAGAGCT 
GTCTTACATGGTAATCTAGAGAAACTGAAGTACCTTCTGCTCACGTATTATGACGCCAAT 
AAGAGAGACAGGAAGGAAAGGACCGCCCTACATTTGGCCTGTGCCACTGGCCAACCGGAA 
ATGGTACATCTCCTGGTGTCCAGAAGATGTGAGCTTAACCTCTGCGACCGTGAAGACAGG 
ACACCTCTGATCAAGGCTGTACAACTGAGGCAGGAGGCTTGTGCAACTCTTCTGCTGCAA 
AATGGCGCCAATCCAAATATTACGGATTTCTTTGGAAGGACTGCTCTGCACTACGCTGTG 
TATAATGAAGATACATCCATGATAGAT^AAACTTCTTTCACATGGTACAAATATTGAAGAA 
TGCAGCAAGGTATAGGTCAACCAATGTTATTTTCAAACTATCTGAAATGAATTTATTTTA 
ACATTGACACATGTAAGGGTCAATTTTTCATATTTGGAAGCTCAAACATTCCTTGAATGA 
7\AATATTTTGAAATGCCTTAACTGTCTAAGATTTTACTTTAAATATTGGAACTTTTAAAG 
AAGCATTATAGGGAACAGCCTTTTTTCATGCACTTATGGTAAATAACTATAAAAACAAAT 
GAATTACAATAAATTTAT7U\TTCATGACAACTGAATTTGGGAAAGGTAATAGTTAAGTGT 
TTTTCCACTAAATTACTTTTT 
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FIGURE 22 

MERLCSDGFAFPQYPIKPYHLKRIHRAVLHGNLEKLKYLLLTYYDANKRDRKERTALHLACAT 
GQPEMVHLLVSRRCELNLCDREDRTPLIKAVQLRQEACATLLLQNGANPNITDFFGRTALHYA 
VYNEDTSMIEKLLSHGTNIEECSKV 

Inqpor'tanb features of the protein: 
N-glycosylat±on site . 

amino acids 113-117 

N-myr±stoylat±on site . 

amino acids 109-115 

Microbodies C-terminal targeting signal. 

amino acids 149-153 
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FIGURE 23 

GAGGCAGAAAGGCAGAAAGGAGAAAATTCAGGATAACTCTCCTGAGGGGTGAGCCAAGCCCTG 
CCATGTAGTGCACGCAGGACATCAACAAACACAGATAACAGGAAATGATCCATTCCCTGTGGT 
CACTTATTCTT^AAGGCCCCAACCTTCAAAGTTCAAGTAGTGATATGGATGACTCCACAGAAAG 
GGAGCAGTCACGCCTTACTTCTTGCCTTAAGAAAAGAGAAGAAATGAAACTGAAGGAGTGTGT 
TTCCATCCTCCCACGGAAGGAAAGCCCCTCTGTCCGATCCTCCAAAGACGGAAAGCTGCTGGC 
TGCAACCTTGCTGCTGGCACTGCTGTCTTGCTGCCTCACGGTGGTGTCTTTCTACCAGGTGGC 
CGCCCTGCAAGGGGACCTGGCCAGCCTCCGGGCAGAGCTGCAGGGCCACCACGCGGAGAAGCT 
GCCAGCAGGAGCAGGAGCCCCCAAGGCCGGCCTGGAGGAAGCTCCAGCTGTCACCGCGGGACT 
GAAAATCTTTGAACCACCAGCTCCAGGAGAAGGCAACTCCAGTCAGT^CAGCAGAAATAAGCG 
TGCCGTTCAGGGTCCAGAAGAAACAGTCACTCAAGACTGCTTGCAACTGATTGCAGACAGTGA 
AACACCAACTATACAAAAAGGATCTTACACATTTGTTCCATGGCTTCTCAGCTTTAAAAGGGG 
AAGTGCCCTAGAAGAAAAAGAGAATAAAATATTGGTCAAAGAAACTGGTTACTTTTTTATATA 
TGGTCAGGTTTTATATACTGATAAGACCTACGCCATGGGACATCTAATTCAGAGGAAGAAGGT 
CCATGTCTTTGGGGATGAATTGAGTCTGGTGACTTTGTTTCGATGTATTCAAAATATGCCTGA 
AACACTACCCAATAATTCCTGCTATTCAGCTGGCATTGCAAAACTGGAAGAAGGAGATGAACT 
CCAACTTGCAATACCAAGAGAAAATGCACAAATATCACTGGATGGAGATGTCACATTTTTTGG 
TGCATTGAAACTGCTGTGACCTACTTACACCATGTCTGTAGCTATTTTCCTCCCTTTCTCTGT 
ACCTCTAAGAAGAAAGAATCTAACTGA7UVATACCAAAAAAAAAAAAAAAA 
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FIGURE 24 

MDDSTEREQSRLTSCLKKREEMKLKECVSILPRKESPSVRSSKDGKLLAATLLLALLSCCLTV 
VSFYQVAALQGDLASLRAELQGHHAEKLPAGAGAPKAGLEEAPAVTAGLKIFEPPAPGEGNSS 
QNSRNKRAVQGPEETVTQDCLQLIADSETPTIQKGSYTFVPWLLSFKRGSALEEKENKILVKE 
TGYFFIYGQVLYTDKTYAMGHLIQRKKVHVFGDELSLVTLFRCIQNMPETLPNNSCYSAGIAK 
LEEGDELQLAIPRENAQISLDGDVTFFGALKLL 

Transmembrane domain : 

amino acids 47-72 

N-glycosylat;xon site . 

amino acids 124-127, 242-245 

cAMP- and, cGMP-dependent; prot:e±n kinase phospliorylat:xon sxt:e. 

amino acids 33-36, 173-176 

- N-myr±s'toyla't±on site. 

amino acids 96-101 

TNF family proteins. 

amino acids 172-206 
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FIGURE 25 

CTGCTTGGATACCTCCAGTCCCCAAACTGTGTTCCAGGAGTTTTCTTGGCCGAAGCTGCCCGA 
TGTTTGAGCCTTTTCTTCCCAGAGAAGAAGATGGACTGAAAGCTGCCAGTTGGGGACTTTTTG 
TGATCACGGCGTTGCAGCGTTTTAAAGGAGGTGATGGGGCTTGCGCTGGCTTGTCTTCCCACC 
CAAGTGAAGAGTTGATGTTCACTGGTTATGCTTAGACAATGTGCAGTTTGTGTTAATTTAAAA 
TTTTGGGTGGGATAGGGGCATAGGCTTGTGAAGGGCAGTCCGGATCCGGAGGAACTCGTCTTT 
GTCCCTGGTAGGAGAGACACCCCCAGTCTATCCTCGATGCCGTCAGCCTTGGCCATCTTCACT 
TGCCGCCCGAACTCGCACCCGTTTCAGGAGCGTCATGTCTACCTGGACGAGCCCATCAAAATC 
GGCCGCTCAGTGGCCCGCTGTCGACCAGCGCAGAATAATGCCACTTTTGATTGCAAAGTGCTA 
TCAAGGAACCACGCTCTCGTCTGGTTTGATCACAAGACGGGCAAGTTTTATCTTCAAGACACT 
AAAAGTAGTAATGGTACTTTTATAAATAGCCAGAGATTGAGTCGAGGCTCTGAAGTU^GTCCA 
CCATGTGAAATTCTTTCCGGTGACATTATCCAGTTTGGAGTAGACGTGACAGAGAATACACGG 
AAAGTTACCCATGGGTGTATTGTTTCCACAATAAAACTTTTTCTACCAGATGGTATGGAAGCC 
CGGCTCCGCTCAGATGTCATCCATGCACCATTACCAAGTCCTGTTGACAAAGTTGCTGCTAAC 
ACTCCAAGTATGTACTCTCAGGAACTATTCCAGCTTTCTCAGTATCTACAGGAGGCCTTACAT 
CGGGAACAAATGTTGGAACAGAAGTTAGCCACGCTTCAGCGGCTACTAGCCATCACCCAAGAG 
GCTTCAGATACCAGTTGGCAGGCTTTAATAGATGAAGATAGACTCTTATCACGGTTAGAAGTT 
ATGGGAAACCAATTACAGGCATGCTCCAAAAATCAAACAGAAGATAGTTTACGAAAGGAACTT 
ATAGCATTACAAGAGGAT7\AACATAACTATGAGACAACAGCCAAAGAGTCCCTGAGGCGGGTT 
CTTCAGGAGAA7y\TTGAAGTGGTTAGAAAACTTTCAGAAGTTGAGCGAAGTCTGAGTAATACT 
GAAGATGAATGTACCCATCTG/^AAGAAATGAATGAAAGGACTCAGGAAGAATTAAGAGAATTA 
GCCAACTVTVATATAATGGAGCAGTTAATGAGATTAAAGATTTATCTGATAAATTAAAGGTAGCA 
GAGGGAAAACAAGAGGAAATCCAACAGAAGGGACAGGCTGAGAAAAAAGAATTACAACATAAA 
ATAGATG7\AATGGAAGAAAAAGAACAGGAGCTCCAGGCAAAAATAGAAGCTTTGCAAGCTGAT 
AATGATTTCACCAATGAAAGGCTAACAGCTTTACAAGTACGGTTAGAACATCTTCAGGAGA7U\ 
ACTCTTAAAGAATGCAGCAGCTTGGCTGATCGTCGAAGGGCATCTAACCAAAGCGGTAGAAGA 
AAC7\AAGCTTTCAAAAGGTTTGTTTTCTGTTTTTCTATGTTTTTTGACAGTTCTTTTGGATAA 
TGAAGGTTAGTGTATATTTTCAAGGTTATAGTATTTTAACCATCAGTTTACTTCTTATAGCTC 
ACAAAATAGCAAGCCAGTAACAGTATCAGATAATATATAAAATAATCAGACTTCTGTTTTAAG 
AAGGGTATCGTAACTGGAATGTGTCTTTTTAAGTGGATGTATATTTATGGTTTTTTGAATGTT 
AGTACTTGATATAGGTTTCTTTAGGTATTAAAGATTTGTTGCAATCTCTGTCATTCCCAGCAT 
TAATTTCAGCTTTGATCTCAAATTTTAATCAAACACAATGTAAGTCGTTTGTGATACAACTTA 
AGTGAAACATGCTTGCACTTCTATTTTGGGGGTTACAGTACCTTTAAAATCTCTTATGATGTT 
TAATATTTCCTTAATTTTTGGCATCTCAGTTTGATTTAAACAAAATTAATGACTTTTGTGAAT 
GTAGAATCTTCTTATATTTTATGAGTAGTCCAGTAATTGCCCAAAGTAGTTTATTGTGTTAAT 
TCTGTTACAGTTGTCAGAGAAGAAAAGTGAGTTTTAAAGCACCATATTGTCAAGTCACTTTTA 
TACATAGGGAAATTAGGCAAATAAATTTGGTGGCATGTGTTTATCATAGTAGAACTTTCATTA 
GACTATACCAGTATAAAATTTAAAACTAGATTCACAGTCCTTTTGGCCAATTAAAACATTGAG 
TTACAAAAGTTTGAGATACTTAATTTTAGTACATTCTATTTTATTAAAGTAACTGGATTCATT 
TGACTTTTTTAACCATGTAAGAGGATGGTGTTATTTCAAATATCTCGTGGTTTCCATTCTGAA 
TTTTGTGCACGGCAGATGCCATATTTGGGGAAAAAATGCATAGAATATGCATCATTAATATTG 
TTTTGGCAAACAGGCATTGAGTTTCAGAACAGTGAACTATTTTTAGTACATATGGCAATTTTT 
TTCACCTTATT7\AAGTGAGATGAGAACAGACCTTAAAATAGCTTTTACCTCACCATCC7^AATA 
CCTATTCAGATTAGTTGGTTGAATAGCCAGCACTTTGAAGTAGAGCCTTAGG 
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FIGURE 26 

MEARLRSDVIHAPLPSPVDKVAANTPSMYSQELFQLSQYLQEALHREQMLEQKLATLQRLLAI 
TQEASDTSWQALIDEDRLLSRLEVMGNQLQACSKNQTEDSLRKELIALQEDKHNYETTAKESL 
RRVLQEKIEVVRKLSEVERSLSNTEDECTHLKEMNERTQEELRELANKYNGAVNEIKDLSDKL 
KVAEGKQEEIQQKGQAEKKELQHKIDEMEEKEQELQAKIEALQADNDFTNERLTALQVRLEHL 
QEKTLKECSSLADRRRASNQSGRRNKAFKRFVFCFSMFFDSSFG 

Xmportian^ fea-tures of tiie protein: 
N-glycosylai:xon sxtes . 

amino acids 98-102, 271-275 

cAMP- and cGMP-dependen't prot:e±n kinase phosphoxyla^'tlon site. 

amino acids 138-142, 267-271 

Amlda'tlon site . 

amino acids 273-277 

Tropomyosins proteins . 

amino acids 169-217 
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FIGURE 27 

GAACCTGGCGCCGCCGGAACTGATCGCGGCCTAGTCCCGACGCGTGTGTGCTAGTGAGCCGGA 
GCCGGCGACGGCGGCAGTGGCGGCCCGGCCTGCAGGAGCCCGACGGGGTCTCTGCCATGGGGG 
AGTGACGCGCCTGCACCCGCTGTTCCGCGGCAGCGGCGAGACATGAGGAGACCCCGCGACAGG 
GGCAGCGGCGGCGGCTCGTGAGCCCCGGGATGGAGGAGAAATACGGCGGGGACGTGCTGGCCG 
GCCCCGGCGGCGGCGGCGGCCTTGGGCCGGTGGACGTACCCAGCGCTCGATTAACAAAATATA 
TTGTGTTACTATGTTTCACTAAATTTTTGAAGGCTGTGGGACTTTTCGAATCATATGATCTCC 
TAAAAGCTGTTCACATTGTTCAGTTCATTTTTATATTAAAACTTGGGACTGCATTTTTTATGG 
TTTTGTTTCAAAAGCCATTTTCTTCTGGGAAAACTATTACCAAACACCAGTGGATC7VAAATAT 
TTAAACATGCAGTTGCTGGGTGTATTATTTCACTCTTGTGGTTTTTTGGCCTCACTCTTTGTG 
GACCACTAAGGACTTTGCTGCTATTTGAGCACAGTGATATTGTTGTCATTTCACTACTCAGTG 
TTTTGTTCACCAGTTCTGGAGGAGGACCAGCAAAGACAAGGGGAGCTGCTTTTTTCATTATTG 
CTGTGATCTGTTTATTGCTTTTTGACAATGATGATCTCATGGCTAAAATGGCTGAACACCCTG 
AAGGACATCATGACAGTGCTCTAACTCATATGCTTTACACAGCCATTGCCTTCTTAGGTGTGG 
CAGATCACAAGGGTGGAGTATTATTGCTAGTACTGGCTTTGTGTTGTAAAGTTGGTTTTCATA 
CAGCTTCCAGAAAGCTCTCTGTCGACGTTGGTGGAGCTAAACGTCTTCAAGCTTTATCTCATC 
TTGTTTCTGTGCTTCTCTTGTGCCCATGGGTCATTGTTCTTTCTGTGACAACTGAGAGTAAAG 
TGGAGTCTTGGTTTTCTCTCATTATGCCTTTTGCAACGGTTATCTTTTTTGTCATGATCCTGG 
ATTTCTACGTGGATTCCATTTGTTCAGTCAAAATGGAAGTTTCCAAATGTGCTCGTTATGGAT 
CCTTTCCCATTTTTATTAGTGCTCTCCTTTTTGGAAATTTTTGGACACATCCAATAACAGACC 
AGCTTCGGGCTATGAACAAAGCAGCACACCAGGAGAGCACTGAACACGTCCTGTCTGGAGGAG 
TGGTAGTGAGTGCTATATTCTTCATTTTGTCTGCCAATATCTTATCATCTCCCTCTAAGAGAG 
GACAAAAAGGTACCCTTATTGGATATTCTCCTGAAGGAACACCTCTTTATAACTTCATGGGTG 
ATGCTTTTCAGCATAGCTCTCAATCGATCCCTAGGTTTATTAAGGAATCACTAAAACAAATTC 
~- TTGAGGAGAGTGACTCTAGGCAGATCTTTTACTTCTTGTGCTTGAATCTGCTTTTTACCTTTG 
TGGAATTATTCTATGGCGTGCTGACCAATAGTCTGGGCCTGATCTCGGATGGATTCCACATGC 
TTTTTGACTGCTCTGCTTTAGTCATGGGACTTTTTGCTGCCCTGATGAGTAGGTGGAAAGCCA 
CTCGGATTTTCTCCTATGGGTACGGCCGAATAGAAATTCTGTCTGGATTTATTAATGGACTTT 
TTCTAATAGTAATAGCGTTTTTTGTGTTTATGGAGTCAGTGGCTAGATTGATTGATCCTCCAG 
AATTAGACACTCACATGTTAACACCAGTCTCAGTTGGAGGGCTGATAGTAAACCTTATTGGTA 
TCTGTGCCTTTAGCCATGCCCATAGCCATGCCCATGGAGCTTCTCAAGG7y\GCTGTCACTCAT 
CTGATCACAGCCATTCACACCATATGCATGGACACAGTGACCATGGGCATGGTCACAGCCACG 
GATCTGCGGGTGGAGGCATGAATGCTAACATGAGGGGTGTATTTCTACATGTTTTGGCAGATA 
CACTTGGCAGCATTGGTGTGATCGTATCCACAGTTCTTATAGAGCAGTTTGGATGGTTCATCG 
CTGACCCACTCTGTTCTCTTTCTACTGCTATATTAATATTTCTCAGTGTTGTTCCACTGATTA 
AAGATGCCTGCCAGGTTCTACTCCTGAGATTGCCACCAGAATATGAAAAAGAACTACATATTG 
CTTTAGAAAAGATACAGAAAATTGAAGGATTAATATCATACCGAGACCCTCATTTTTGGCGTC 
ATTCTGCTAGTATTGTGGCAGGAACAATTCATATACAGGTGACATCTGATGTGCTAGAACAAA 
GAATAGTACAGCAGGTTACAGGAATACTTAAAGATGCTGGAGTAAACAATTTAACAATTCAAG 
TGGAAAAGGAGGCATACTTTCT^CATATGTCTGGCCTAAGTACTGGATTTCATGATGTTCTGG 
CTATGACAAAACAAATGGAATCCATGAAATACTGCTyy^GATGGTACTTACATCATGTGAGATA 
ACTCAAGAATTACCCCTGGAGAATAAACAATGAAGATTAAATGACTCAGTATTTGTAATATTG 
CCAGAAGGATAAAAATTACACATTAACTGTACAGAAACAGAGTTCCCTACTACTGGATCAAGG 
AATCTTTCTTGAAGG7\AATTTA7^TACAGAATGAAACATTAATGGTAAAAAAAA 
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FIGURE 28 

MEEKYGGDVLAGPGGGGGLGPVDVPSARLTKYIVLLCFTKFLKAVGLFESYDLLKAVHIVQFI 
FILKLGTAFFMVLFQKPFSSGKTITKHQWIKIFKHAVAGCIISLLWFFGLTLCGPLRTLLLFE 
HSDIVVISLLSVLFTSSGGGPAKTRGAAFFIIAVICLLLFDNDDLMAKMAEHPEGHHDSALTH 
MLYTAIAFLGVADHKGGVLLLVLALCCKVGFHTASRKLSVDVGGAKRLQALSHLVSVLLLCPW 
VIVLSVTTESKVESWFSLIMPFATVIFFVMILDFYVDSICSVKMEVSKCARYGSFPIFISALL 
FGNFWTHPITDQLRAMNKAAHQESTEHVLSGGVVVSAIFFILSANILSSPSKRGQKGTLIGYS 
PEGTPLYNFMGDAFQHSSQSIPRFIKESLKQILEESDSRQIFYFLCLNLLFTFVELFYGVLTN 
SLGLISDGFHMLFDCSALVMGLFAALMSRWKATRIFSYGYGRIEILSGFINGLFLIVIAFFVF 
MESVARLIDPPELDTHMLTPVSVGGLIVNLIGICAFSHAHSHAHGASQGSCHSSDHSHSHHMH 
GHSDHGHGHSHGSAGGGMNANMRGVFLHVLADTLGSIGVIVSTVLIEQFGWFIADPLCSLSTA 
ILIFLSVVPLIKDACQVLLLRLPPEYEKELHIALEKIQKIEGLISYRDPHFWRHSASIVAGTI 
HIQVTSDVLEQRIVQQVTGILKDAGVNNLTIQVEKEAYFQHMSGLSTGFHDVLAMTKQMESMK 
YCKDGTYIM 

Impor-ban-b feat^ures of the protein: 
Signal peptide: 

amino acids 1-46 
Transmembrane domains : 

amino acTds 59-77, 101-119, 150-167, 205-223, 239-258, 267-284, 
305-324, 343-360, 421-440, 452-469, 486-505, 522-539, 592-612, 
621-641 

N-glycosylation site . 

amino acids 721-725 

Glycosaminoglycan attachment site. 

amino acids 143-147 

cAMP- and cOdP- dependent protein kinase phosphorylation site. 

amino acids 225-229 

Tyrosine kinase phosphorylation sites . 
amino acids 750-758, 756-764 
N-myristoylation sites . 

amino acids 14-20, 46-52, 102-108, 112-118, 144-150, 317-323, 
347-353, 369-375, 372-378, 437-443, 462-468, 529-535, 549-555, 
553-559, 579-585, 582-588, 583-589, 584-590, 605-611, 737-743 
Multicopper oxidases protein: 
amino acids 561-569 
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FIGURE 29 

GGCACGAGGGCAGGATATTAGAAMGGCTACTCCCCAGTCAATTTTCATCTTTGCAATCTGCA 
TTTTAATGATAACAGAATTAATTCTGGCCTCAAAAAGCTACTATGATATCTTAGGTGTGCCAA 
AATCGGCATCAGAGCGCCAAATCAAGAAGGCCTTTCACT^GTTGGCCATGAAGTACCACCCTG 
ACAAAAATAAGAGCCCGGATGCTGAAGCAAAATTCAGAGAGATTGCAGAAGCATATGAT^CAC 
TCTCAGATGCTAATAGACGAAAAGAGTATGATACACTTGGACACAGTGCTTTTACTAGTGGTA 
AAGGACAAAGAGGTAGTGGAAGTTCTTTTGAGCAGTCATTTAACTTCAATTTTGATGACTTAT 
TTAAAGACTTTGGCTTTTTTGGTCAAAACCAAAACACTGGATCC7\AGAAGCGTTTTGA7U\ATC 
ATTTCCAGACACGCCAGGATGGTGGTTCCAGTAGACA7VAGGCATCATTTCCAAGAATTTTCTT 
TTGGAGGTGGATTATTTGATGACATGTTTGAAGATATGGAGAA7VATGTTTTCTTTTAGTGGTT 
TTGACTCTACCT^TCAGCATACAGTACAGACTGAAAATAGATTTCATGGATCTAGCAAGCACT 
GCAGGACTGTCACTCAACGAAGAGGAAATATGGTTACTACATACACTGACTGTTCAGGACAGT 
AGTTCTTATTCTATTCTCACTAAATCCAACTGGTTGACTCTTCCTCATTATCTTTGATGCTAA 
ACAATTTTCTGTGAACTATTTTGACAAGTGCATGATTTCACTTTAAACAATTTGATATAGCTA 
TTAAATATATTTAAGGGTTTTTTTTTTTGACAAATTCT^CATTCAACGAGTAGACAAAATGCT 
AATTATTTCCCTGATTAGGAAAGTTTCTTTAAAAAACACGTAATTTTGCCTAGTGCTTTTTCT 
CTACCTGCCCTTGGGCTCACTAATATCACCAGTATTATTACCAAGA7\AATATTGAGTTTACCT 
GATTAAACTTTAAAAGTTAATTGTAGATTTAAATTGTGTGAACCTAATGATTTTTGCAGTGAA 
ACCTTTACTAATTCAAAGTTGCATGTTCTATGACATCTGTGACTTGCGTTGCAGAGTGTACAT 
GAAACTGTATAATTGAGTCATTCAGTAAAGGAGAACAGTATCTTGGTTAATTGCTACTGAAAG 
GTTGAGAAAGGT^TGGTTTGATATTTACCACAGCGCTGTGCCTTTCTACAGTAGAACTGGGGT 
AAAGGAAATGGTTTTATTGCCCATAGTCATTTAGGCTGGAAAAAAGTTGAAAACTTAACGAAA 
TATTGCCAAGAGATTGTTATGTGTTTGGTTCCAGCCTAAAAATGATTTTGTAGTGTTGAAATC 
ATAGCTACTTACATAGCTTTTTCATATTTCTTTCTTAGTTGTTGGCACTCTTAGGTCTTAGTA 
TGGATTTATGTGTTTGTGTGTGTGTAGTTTATCCTCTCTCTCATCTTTATCTAGAGATTGACT 
GATACCTCATTCTGTTTGTAAAACCAGCCAGTAATTTCTGTGCAACCTTACTATGTGCAATAT 
TTTTAAATCCTGAGAAATGTGTGCTTTTGTTTTCGGATAGACTTATTTCTTTAGTTCTGCACT 
TTTCCACATTATACTCCATATGAGTATTAATCCTATGGATACATATTAAAACAAGTGTCTCAT 
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FIGURE 30 

MATPQSIFIFAICILMITELILASKSYYDILGVPKSASERQIKKAFHKLAMKYHPDKNKSPDA 
EAKFREIAEAYETLSDANRRKEYDTLGHSAFTSGKGQRGSGSSFEQSFNFNFDDLFKDFGFFG 
QNQNTGSKKRFENHFQTRQDGGSSRQRHHFQEFSFGGGLFDDMFEDMEKMFSFSGFDSTNQHT 
VQTENRFHGSSKHCRTVTQRRGNMVTTYTDCSGQ 

Ixiiport:ant: features of i:he prot:eln: 
Signal pep-tide: 

amino acids 1-23 

Nt-dnatJ domain signature. 

amino acids 27-59, 66-90 

Glycosaminoglycan at'tachment site . 

amino acids 96-100 

N-myrist:oylation sites . 

amino acids 32-38, 99-105, 102-108, 126-132, 211-217 
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FIGURE 31 

AAAGTTACATTTTCTCTGGAACTCTCCTAGGCCACTCCCTGCTGATGCAACATCTGGGTTTGG 
GCAGAAAGGAGGGTGCTTCGGAGCCCGCCCTTTCTGAGCTTCCTGGGCCGGCTCTAGAACT^T 
TCAGGCTTCGCTGCGACTCAGACCTCAGCTCCAACATATGCATTCTGAAGAAAGATGGCTGAG 
ATGGACAGAATGCTTTATTTTGGAAAGAAACAATGTTCTAGGTCAAACTGAGTCTACCAAATG 
CAGACTTTCACAATGGTTCTAGAAGAT^TCTGGACAAGTCTTTTCATGTGGTTTTTCTACGCA 
TTGATTCCATGTTTGCTCACAGATGAAGTGGCCATTCTGCCTGCCCCTCAGAACCTCTCTGTA 
CTCTCAACCAACATGAAGCATCTCTTGATGTGGAGCCCAGTGATCGCGCCTGGAGAAACAGTG 
TACTATTCTGTCGAATACCAGGGGGAGTACGAGAGCCTGTACACGAGCCACATCTGGATCCCC 
AGCAGCTGGTGCTCACTCACTGAAGGTCCTGAGTGTGATGTCACTGATGACATCACGGCCACT 
GTGCCATAC7U\CCTTCGTGTCAGGGCCACATTGGGCTCACAGACCTCAGCCTGGAGCATCCTG 
AAGCATCCCTTTAATAGAAACTCAACCATCCTTACCCGACCTGGGATGGAGATCACCAAAGAT 
GGCTTCCACCTGGTTATTGAGCTGGAGGACCTGGGGCCCCAGTTTGAGTTCCTTGTGGCCTAC 
TGGAGGAGGGAGCCTGGTGCCGAGGAACATGTCAAAATGGTGAGGAGTGGGGGTATTCCAGTG 
CACCTAGAAACCATGGAGCCAGGGGCTGCATACTGTGTGAAGGCCCAGACATTCGTGAAGGCC 
ATTGGGAGGTACAGCGCCTTCAGCCAGACAGT^ATGTGTGGAGGTGCAAGGAGAGGCCATTCCC 
CTGGTACTGGCCCTGTTTGCCTTTGTTGGCTTCATGCTGATCCTTGTGGTCGTGCCACTGTTC 
GTCTGGAAAATGGGCCGGCTGCTCCAGTACTCCTGTTGCCCCGTGGTGGTCCTCCCAGACACC 
TTGAAAATAACCAATTCACCCCAGAAGTTAATCAGCTGCAGAAGGGAGGAGGTGGATGCCTGT 
GCCACGGCTGTGATGTCTCCTGAGGAACTCCTCAGGGCCTGGATCTCATAGGTTTGCGGAAGG 
GCCCAGGTGAAGCCGAGAACCTGGTCTGCATGACATGGAAACCATGAGGGGACAAGTTGTGTT 
TCTGTTTTCCGCCACGGACAAGGGATGAGAGAAGTAGGAAGAGCCTGTTGTCTACAAGTCTAG 
AAGCAACCATCAGAGGCAGGGTGGTTTGTCTAACAGAACACTGACTGAGGCTTAGGGGATGTG 
ACCTCTAGACTGGGGGCTGCCACTTGCTGGCTGAGCAACCCTGGGAAAAGTGACTTCATCCCT 
TCGGTCCTAAGTTTTCTCATCTGTAATGGGGGAATTACCTACACACCTGCTAAACACACACAC 
ACAGAGTCTCTCTCTATATATACACACGTACACATAAATACACCCAGCACTTGCAAGGCTAGA 
GGGAAACTGGTGACACTCTACAGTCTGACTGATTCAGTGTTTCTGGAGAGCAGGACATAAATG 
TATGATGAGAATGATCAAGGACTCTACACACTGGGTGGCTTGGAGAGCCCACTTTCCCAGAAT 
AATCCTTGAGAGAAAAGGAATCATGGGAGCAATGGTGTTGAGTTCACTTCAAGCCCAATGCCG 
GTGCAGAGGGGAATGGCTTAGCGAGCTCTACAGTAGGTGACCTGGAGGAAGGTCACAGCCACA 
CTGA7U\ATGGGATGTGCATGAACACGGAGGATCCATGAACTACTGTAAAGTGTTGACAGTGTG 
TGCACACTGCAGACAGCAGGTGAAATGTATGTGTGCAATGCGACGAGAATGCAGAAGTCAGTA 
ACATGTGCATGTTTGTTGTGCTCCTTTTTTCTGTTGGTAAAGTACAGAATTCAGCAAATAAAA 
AGGGCCACCCTGGCCA7VAAGCGGTAAAAAAAAAAAAAAAA 
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FIGURE 32 

MQTFTMVLEEIWTSLFMWFFYALIPCLLTDEVAILPAPQNLSVLSTNMKHLLMWSPVIAPGET 
VYYSVEYQGEYESLYTSHIWIPSSWCSLTEGPECDVTDDITATVPYNLRVRATLGSQTSAWSI 
LKHPFNRNSTILTRPGMEITKDGFHLVIELEDLGPQFEFLVAYWRREPGAEEHVKMVRSGGIP 
VHLETMEPGAAYCVE<AQTFVKAIGRYSAFSQTECVEVQGEAIPLVLALFAFVGFMLILVVVPL 
FVWKMGRLLQYSCCPVWLPDTLKITNSPQKLISCRREEVDACATAVMSPEELLRAWIS 

Zmpor'tani: fea-tures : 
Signal pep'bxde : 

amino acids 1-29 

Transmembrane domaxn: 

amino acids 230-255 

N-glycosylat±on sxtes . 

amino acids 40-44, 134-138 

Txssue factor proteins. 

amino acids 92-120 

Integrxns alpha chain pro-telns. 

amino acids 232-263 
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FIGURE 33 

GAGACACGCGAGCGGGGAGACCTCCAAGGCAGCGAGGCATCGGACATGTGTCAGCACATCTGG 
GGCGCACATCCGTCGAGCCCGAGGGGAGATTTGCCGGAACAATTCAAACTGCGATATTGATCT 
TGGGGGTGACTGTCCCTGGCCGGCTGTCGGGTGGGAGTGCGAGTGTGCACTCGCTCGGAAGTG 
TGTGCGAGTGTGTATGTGTGTGTGCCGTGTCGGGCTCCCCCCTTCCCCCCGTTTTCCCGTCGA 
GTGATGCACTTGGAATGAGAATCAGAGGATGGAAATAGTCTGGGAGGTGCTTTTTCTTCTTCA 
AGCCAATTTCATCGTCTGCATATCAGCTCAACAGAATTCACCAAAAATCCATGAAGGCTGGTG 
GGCATACAAGGAGGTGGTCCAGGGAAGCTTTGTTCCAGTTCCTTCTTTCTGGGGATTGGTGAA 
CTCAGCTTGGAATCTTTGCTCTGTGGGGAAACGGCAGTCGCCAGTCAACATAGAGACCAGTCA 
CATGATCTTCGACCCCTTTCTGACACCTCTTCGCATCAACACGGGGGGCAGGAAGGTCAGTGG 
GACCATGTACAACACTGGAAGACACGTATCCCTTCGCCTGGACAAGGAGCACTTGGTCAACAT 
ATCTGGAGGGCCCATGACATACAGCCACCGGCTGGAGGAGATCCGACTACACTTTGGGAGTGA 
GGACAGCCAAGGGTCGGAGCACCTCCTCT^TGGACAGGCCTTCTCTGGGGAGGTGCAGCTCAT 
CCACTATAACCATGAGCTATATACGAATGTCACAGAAGCTGCAAAGAGTCCAAATGGATTGGT 
GGTAGTTTCTATATTTAT7\AAAGTTTCTGATTCATCAAACCCATTTCTTAATCGAATGCTCAA 
CAGAGATACTATCACAAGAATAACATATAAAT^TGATGCATATTTACTACAGGGGCTTTiATAT 
AGAGGAACTATATCCAGAGACCTCTAGTTTCATCACTTACGATGGGTCGATGACTATCCCACC 
CTGCTATGAGACAGCAAGTTGGATCATAATGAACAAACCTGTCTATATAACCAGGATGCAGAT 
GCATTCCTTGCGCCTGCTCAGCCAGAACCAGCCATCTCAGATCTTTCTGAGCATGAGTGACAA 
CTTCAGGCCTGTCCAGCCACTCAACAACCGCTGCATCCGCACCAATATCAACTTCAGTTTACA 
GGGGAAGGACTGT.CCAAACAACCGAGCCCAGAAGCTTCAGTATAGAGTAAATGAATGGCTCCT 
CAAG TAG GGAACAAAGCCAAGAAGAATCCCACCTCAGTGAAATGCTACAACTGTGAATTGACG 
TAACCTAGAATGTCCCCCTTCTTGCTTCTCTCTCCTTCTTTCCCCCAAGCCTCATTCATTCTT 
GGGATTGGCCCTTTCTTCATGAAAAGTGTCTGCGAAACCATGGCAGAGGAATACATCTCTCAC 
ACATACTCACAAACACACACACAAGCACTTGCACATACATACAAACACATGCAAACATACCTA 
CACACACACACTCTCTTACAACCTCCATCATGGGAAGTCAAGTTTCAGAAACAAAAGTCTCAT 
TCATAAGAGGTCTTAGAAGAAAATAACCAGTTAACCTGATTTCAATTTTGATACCGTTT.TCCT 
GAACTAATAAATCTACCCAATGAGACTTTTCAGCCTTTGTACATACAAAATTCTTCCAAAAGA 
GAGAGGAGAAAATACAGCTCTGATGGCATCAAACGGACTTTGCATCAAGTT^TTTCAGATAGT 
GTCCTAGGATCCTTTGAGGGTGCTGGTAGCAGGTGAGCAGGACAAAGTTGACCAAGGACACTT 
ATTTCTAGATTATGATTCTTCTGTTTACTCAACAATTTACAAAGAAAAAAAGGACAGACATTG 
AAGAGCTACACATTGTATATATATCACCACAGACTATAAGGAAATGGAATTATTTCCCTCTTT 
GTCACATATCTGTAGTAGGATTTGCCAAGATCAG7y\ATGATCCATTTGCTGTTTCTTGTTTTC 
CAAAGGTCATACATTGTGTTTGGTTATTGTTACCAGCTCAATAAATGTGTTTAACGAGTTAAT 
TTCATTTTTCTGGCTTTGGTCTGTTCTCCTTCCTTACAGGCTAAGCCCTGGCTCCATGCAACT 
GCATTCTTTGATTTCACTTGTTCCTTCATCTACATGTTTTGTTCATTTGCAGCCAGTTTTTAC 
TGAGTTTGTGGCAATCAGGAATGCATTTGCTAAGCAAGTATGACTTTAATTCCACTCCATGGC 
TCAATCATTCACATGAGGTGAGCTTCAGCCTGAGATAGCAGGCGACAGACTTCTTGCGTTTCA 
AAACTGCCATGCCCCCCTGTGATGCTCCCGTGAAGGAATGCACTTTGCCTTGTAAGTTCCTGG 
GAAAGGGGTATGTTTTCTCTCCAGGTGCAGCCAGATCTCACA7UVGTACAAAACGAATGCCTTT 
CTTTTCTTGTTTATAATGGTCACTCACTGTGTTTGGTTACTGTCAAGAAATCAATAAATGTGT 
TTAACAAGTTA 
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FIGURE 34 

ME I VWEVL FLLQAN FI VC I S AQQN S PK I HEGWWAY KE VVQG S FV PV PS FWGLVN SAWN LC S VG 
KRQSPVNIETSHMIFDPFLTPLRINTGGRKVSGTMYNTGRHVSLRLDKEHLVNISGGPMTYSH 
RLEEIRLHFGSEDSQGSEHLLNGQAFSGEVQLIHYNHELYTNVTEAAKSPNGLVVVSIFIKVS 
DSSNPFLNRMLNRDTITRITYKNDAYLLQGLNIEELYPETSSFITYDGSMTIPPCYETASWII 
MNKPVYITRMQMHSLRLLSQNQPSQIFLSMSDNFRPVQPLNNRCIRTNINFSLQGKDCPNNIUV 

QKLQYRVNEWLLK 

In^or'tan't f eai:iires : 
Signal peptide: 

amino acids 1-20 

Eukairyo tic- type carbonic anhydrases proteins. 

amino acids 126-162, 220-269, 43-91 

N-glycosylatlon sites. 

amino acids 116-119, 168-171, 302-305 
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FIGURE 35 

GTCGGAACCCCCTCAGGCCACCCTCGGGAGTCCTGGGGTCCAGAGGGGTGTCCCTGTACCCCTTGCAC 
ACAGGACCCTCACTCTGCAGGGATAAGCCAGCTGCGCCTGCAGCCTAGGGTGCCAAGGAGGCTGCTGA 
TTGTGGCCCACAGCCTCATCTGAACGCCAGGAGACCAGGATACCGAGGCACCGGATCCCCTCTCTGTG 
CCCTGGGGAGCCCCAGTGCTGCCCAGTCACCCCAGGGCTGAGGTCTGCGTCCCTAGTGGTGCAAGGCC 
TGGTAGGACCACGGGGCAGGGAATGTGAGCGCCATCCGAGCTCACGGTGTCCTGAGTCGCGGCTTCGT 
GACTTTGGCAGGGGCCTCCGGACCAGTGACCCCAGTCAAACCCAGAGGGTCTTGGGCGGCAGCGACGA 
AGGAGGTATTCAGGCTCCAGGCCAGGTGGGGCCGGACGCCCCCAGCCATCCACCATGGTGGTGGCACA 
CCCCACCGCCACTGCCACCACCACGCCCACTGCCACTGTCACGGCCACCGTTGTGATGACCACGGCCA 
CCATGGACCTGCGGGACTGGCTGTTCCTCTGCTACGGGCTCATCGCCTTCCTGACGGAGGTCATCGAC 
AGCACCACCTGCCCCTCGGTGTGCCGCTGCGACAACGGCTTCATCTACTGCAACGACCGGGGACTCAC 
ATCCATCCCCGCAGATATCCCTGATGACGCCACCACCCTCTACCTGCAGAACAACCAGATCAACAACG 
CCGGCATCCCCCAGGACCTCAAGACCAAGGTCAACGTGCAGGTCATCTACCTATACGAGAATGACCTG 
GATGAGTTCCCCATCAACCTGCCCCGCTCCCTCCGGGAGCTGCACCTGCAGGACAACAATGTGCGCAC 
CATTGCCAGGGACTCGCTGGCCCGCATCCCGCTGCTGGAGAAGCTGCACCTGGATGACAACTCCGTGT 
CCACCGTCAGCATTGAGGAGGACGCCTTCGCCGACAGCAAACAGCTCAAGCTGCTCTTCCTGAGCCGG 
AACCACCTGAGCAGCATCCCCTCGGGGCTGCCGCACACGCTGGAGGAGCTGCGGCTGGATGACAACCG 
CATCTCCACCATCCCGCTGCATGCCTTCAAGGGCCTCAACAGCCTGCGGCGCCTGGTGCTGGACGGTA 
ACCTGCTGGCCAACCAGCGCATCGCCGACGACACCTTCAGCCGCCTACAGAACCTCACAGAGCTCTCG 
CTGGTGCGCAATTCGCTGGCCGCGCCACCCCTCAACCTGCCCAGCGCCCACCTGCAGAAGCTCTACCT 
GCAGGACAATGCCATCAGCCACATCCCCTACAACACGCTGGCCAAGATGCGTGAGCTGGAGCGGCTGG 
ACCTGTCCAACAACAACCTGACCACGCTGCCCCGCGGCCTGTTCGACGACCTGGGGAACCTGGCCCAG 
CTGCTGCTCAGGAACAACCCTTGGTTTTGTGGCTGCAACCTCATGTGGCTGCGGGACTGGGTGAAGGC 
ACGGGCGGCCGTGGTCAACGTGCGGGGCCTCATGTGCCAGGGCCCTGAGAAGGTCCGGGGCATGGCCA 
TCAAGGACATTACCAGCGAGATGGACGAGTGTTTTGAGACGGGGCCGCAGGGCGGCGTGGCCAATGCG 
GCTGCCAAGACCACGGCCAGCAACCACGCCTCTGCCACCACGCCCCAGGGTTCCCTGTTTACCCTCAA 
GGCCAAAAGGCCAGGGCTGCGCCTCCCCGACTCCAACATTGACTACCCCATGGCCACGGGTGATGGCG 
CCAAGACCCTGGCCATCCACGTGAAGGCCCTGACGGCAGACTCCATCCGCATCACGTGGAAGGCCACG 
CTCCCCGCCTCCTCTTTCCGGCTCAGTTGGCTGCGCCTGGGCCACAGCCCAGCCGTGGGCTCCATCAC 
GGAGACCTTGGTGCAGGGGGACAAGACAGAGTACCTGCTGACAGCCCTGGAGCCCAAGTCCACCTACA 
TCATCTGCATGGTCACCATGGAGACCAGCAATGCCTATGTAGCTGATGAGACACCCGTGTGTGCCAAG 
GCAGAGACAGCCGACAGCTATGGCCCTACCACCACACTCAACCAGGAGCAGAACGCTGGCCCCATGGC 
GAGCCTGCCCCTGGCGGGCATCATCGGCGGGGCAGTGGCTCTGGTCTTCCTCTTCCTGGTCCTGGGGG 
CCATCTGCTGGTACGTGCACCAGGCTGGCGAGCTGCTGACCCGGGAGAGGGCCTACAACCGGGGCAGC 
AGGAAAAAGGATGACTATATGGAGTCAGGGACCAAGAAGGATAACTCCATCCTGGAAATCCGCGGCCC 
TGGGCTGCAGATGCTGCCCATCAACCCGTACCGCGCCAAAGAGGAGTACGTGGTCCACACTATCTTCC 
CCTCCAACGGCAGCAGCCTCTGCAAGGCCACACACACCATTGGCTACGGCACCACGCGGGGCTACCGG 
GACGGCGGCATCCCCGACATAGACTACTCCTACACATGATGCCCGCCCACCCGGGCTGCCCCGCCTCA 
GCCCCAGCTGCCCTGGCGTGGCCATGTGGCTTTGCCCAGCCTGCTGCAATCCAAGAGAGCAAGGAAGA 
GAAATTCCATGGGTGACTTTCCTCCGCAGAAAGCAAAGTTTGGGGAGGGCTGACGATTTTGTAGAACA 
CAACAGTGACAATTTTTTTTAAAAGAATAGAAGGCAGGAGGGGGAATTCGACATTGTTGAAGACATAA 
TTTATACCAAGTTATGCCAGTTGGGGAGGGAAGGACTAAAAATAATATTGCAGGCAGGGCTGGGTTGG 

GTTCAAGGCCATCACAAAGGAACCGCCAGGGAGAAGCAGCCGGCTCTCAAAGCTCCCACGCAGCTCTC 
CCGCCACTGGCCACTCGCTGGCGACCCGATGGAAGGTTTTCAGGCTCCTCACAAAGGAGAGAGGGAAG 
AAAAGATCTTTTGCCCTGGAGATATGGTCCTGAAATCTCTCCCCTGGCTTATTCCATACCATTTCCCT 
TGCAGATTTGCAGAAACATGGCATCTTTCACTGCATTCTTTGAACAATCATGTAGTCGATTAAAAAAA 
AAAACAAACTTTTTTTTCCTAGGCTGAAGCCCTCTTCAGTTCCATGCACCACGCTCCGTAGAAGCCCC 
GGCGGAAGCCGTAGCTTTCCCTGCCACCTGGAGGTGCATCTGTCTGCCTGTCTATCCCTGTCGCGGTG 
TCTCTAAGTACAGATGGGTAGATAGAGCCACATGCACGGTCCTTACCGTTCTTCTTGGGTCAGTTCTT 
ACCATTTCCTGAACAATAGAATTGTGAAAGTGTTAAAAA 
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FIGURE 36 

MVVAHPTATATTTPTATVTATVVMTTATMDLRDWLFLCYGLIAFLTEVIDSTTCPSVCRCDNG 
FIYCNDRGLTSIPADIPDDATTLYLQNNQINNAGIPQDLKTKVNVQVIYLYENDLDEFPINLP 
RSLRELHLQDNNVRTIARDSLARIPLLEKLHLDDNSVSTVSIEEDAFADSKQLKLLFLSRNHL 
SSIPSGLPHTLEELRLDDNRISTIPLHAFKGLNSLRRLVLDGNLLANQRIADDTFSRLQNLTE 
LSLVRNSLAAPPLNLPSAHLQKLYLQDNAISHIPYNTLAKMRELERLDLSNNNLTTLPRGLFD 
DLGNLAQLLLRNNPWF.CGCNLMWLRDWVKARAAVVNVRGLMCQGPEKVRGMAIKDITSEMDEC 
FETGPQGGVANAAAKTTASNHASATTPQGSLFTLKAKRPGLRLPDSNIDYPMATGDGAKTLAI 
HVKALTADSIRITWKATLPASSFRLSWLRLGHSPAVGSITETLVQGDKTEYLLTALEPKSTYI 
ICMVTMETSNAYVADETPVCAKAETADSYGPTTTLNQEQNAGPMASLPLAGIIGGAVALVFLF 
LVLGAICWYVHQAGELLTRERAYNRGSRKKDDYMESGTKKDNSILEIRGPGLQMLPINPYRAK 
EEYVVHTIFPSNGSSLCKATHTIGYGTTRGYRDGGIPDIDYSYT 

Xmport:ant: £eat:ures of Uie protein: 
Transmexnbrane domain: 

amino acids 552-573 

N-glycosylation sites . 

amino acids 249-252, 305-308, 642-645 

Leucine zipper pattern. 

amino acids 182-203, 299-320 

Phospholipase A2 aspartic acid active site. 

amino acids 57-67 
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FIGURE 37 

GGTGACTGAAGCGAGCCTGGCCTCTTGCATCCTCCGCCTGTGTACCTCCCTCCCCTTTTTTTCCGCCT 

TCTGCCAGCAGAAGCAGCAGCCGCAGCACCTGAGCCGCTACTGCCGCTCACTCAGGACAACGCTATGG 

CTGAGCCTGGGCACAGCCACCATCTCTCCGCCAGAGTCAGGAGAAGAACTGAGAGGCGCATACCCCGG 

CTGTGGCGGCTGCTGCTCTGGGCTGGGACCGCCTTCCAGGTGACCCAGGGAACGGGACCGGAGCTTCA 

TGCCTGCAAAGAGTCTGAGTACCACTATGAGTACACGGCGTGTGACAGCACGGGTTCCAGGTGGAGGG 

TCGCCGTGCCGCATACCCCGGGCCTGTGCACCAGCCTGTCTGACCCCGTCAAGGGCACCGAGTGCTCC 

TTCTCCTGCAACGCCGGGGAGTTTCTGGATATGAAGGACCAGTCATGTAAGCCATGCGCTGAGGGCCG 

CTACTCCCTCGGCACAGGCATTCGGTTTGATGAGTGGGATGAGCTGCCCCATGGCTTTGCCAGCCTCT 

CAGCCAACATGGAGCTGGATGACAGTGCTGCTGAGTCCACCGGGAACTGTACTTCGTCCAAGTGGGTT 

CCCCGGGGCGACTACATCGCCTCCAACACGGACGAATGCACAGCCACACTGATGTACGCCGTCAACCT 

GAAGCAATCTGGCACCGTTAACTTCGAATACTACTATCCAGACTCCAGCATCATCTTTGAGTTTTTCG 

TTCAGAATGACCAGTGCCAGCCCAATGCAGATGACTCCAGGTGGATGAAGACCACAGAGAAAGGATGG 

GAATTCCACAGTGTGGAGCTAAATCGAGGCAATAATGTCCTCTATTGGAGAACCACAGCCTTCTCAGT 

ATGGACCAAAGTACCCAAGCCTGTGCTGGTGAGAAACATTGCCATAACAGGGGTGGCCTACACTTCAG 

AATGCTTCCCCTGCAAACCTGGCACGTATGCAGACAAGCAGGGCTCCTCTTTCTGCAAACTTTGCCCA 

GCCAACTCTTATTCAAATAAAGGAGAAACTTCTTGCCACCAGTGTGACCCTGACAAATACTCAGAGAA 

AGGATCTTCTTCCTGTAACGTGCGCCCAGCTTGCACAGACAAAGATTATTTCTACACACACACGGCCT 

GCGATGCCAACGGAGAGACACAACTCATGTACAAATGGGCCAAGCCGAAAATCTGTAGCGAGGACCTT 

GAGGGGGCAGTGAAGCTGCCTGCCTCTGGTGTGAAGACCCACTGCCCACCCTGCAACCCAGGCTTCTT 

CAAAACCAACAACAGCACCTGCCAGCCCTGCCCATATGGTTCCTACTCCAATGGCTCAGACTGTACCC 

GCTGCCCTGCAGGGACTGAACCTGCTGTGGGATTTGAATACAAATGGTGGAACACGCTGCCCACAAAC 

ATGGAAACGACCGTTCTCAGTGGGATCAACTTCGAGTACAAGGGCATGACAGGCTGGGAGGTGGCTGG 

TGATCACATTTACACAGCTGCTGGAGCCTCAGACAATGACTTCATGATTCTCACTCTGGTTGTGCCAG 

GATTTAGACCTCCGCAGTCGGTGATGGCAGACACAGAGAATATU^GAGGTGGCCAGAATCACATTTGTC 

TTTGAGACCCTCTGTTCTGTGAACTGTGAGCTCTACTTCATGGTGGGTGTGAATTCTAGGACCAACAC 

TCCTGTGGAGACGTGGAAAGGTTCCAAAGGCAAACAGTCCTATACCTACATCATTGAGGAGAACACTA 

CCACGAGCTTCACCTGGGCCTTCCAGAGGACCACTTTTCATGAGGCAAGCAGGAAGTACACCAATGAC 

GTTGCCAAGATCTACTCCATCAATGTCACCAATGTTATGAATGGCGTGGCCTCCTACTGCCGTCCCTG 

TGCCCTAGAAGCCTCTGATGTGGGCTCCTCCTGCACCTCTTGTCCTGCTGGTTACTATATTGACCGAG 

ATTCAGGAACCTGCCACTCCTGCCCCCCTAACACAATTCTGAAAGCCCACCAGCCTTATGGTGTCCAG 

GCCTGTGTGCCCTGTGGTCCAGGGACCAAGAACAACAAGATCCACTCTCTGTGCTACAATGATTGCAC 

CTTCTCACGCAACACTCCAACCAGGACTTTCAACTACAACTTCTCCGCTTTGGCAAACACCGTCACTC 

TTGCTGGAGGGCCAAGCTTCACTTCCAAAGGGTTGAAATACTTCCATCACTTTACCCTCAGTCTCTGT 

GGAAACCAGGGTAGGAAAATGTCTGTGTGCACCGAC7VATGTCACTGACCTCCGGATTCCTGAGGGTGA 

GTCAGGGTTCTCCAAATCTATCACAGCCTACGTCTGCCAGGCAGTCATCATCCCCCCAGAGGTGACAG 

GCTACAAGGCCGGGGTTTCCTCACAGCCTGTCAGCCTTGCTGATCGACTTATTGGGGTGACAACAGAT 

ATGACTCTGGATGGAATCACCTCCCCAGCTGAACTTTTCCACCTGGAGTCCTTGGGAATACCGGACGT 

GATCTTCTTTTATAGGTCCAATGATGTGACCCAGTCCTGCAGTTCTGGGAGATCAACCACCATCCGCG 

TCAGGTGCAGTCCACAGAAAACTGTCCCTGGAAGTTTGCTGCTGCCAGGAACGTGCTCAGATGGGACC 

TGTGATGGCTGCAACTTCCACTTCCTGTGGGAGAGCGCGGCTGCTTGCCCGCTCTGCTCAGTGGCTGA 

CTACCATGCTATCGTCAGCAGCTGTGTGGCTGGGATCCAGANGACTACTTACGTGTGNCGAGAACCCA 

AGCTATGCTCTGGTGGCATTTCTCTGCCTGAGCAGAGAGTCACCATCTGCAAAACCATAGATTTCTGG 

CTGAAAGTGGGCATCTCTGCAGGCACCTGTACTGCCATCCTGCTCACCGTCTTGACCTGCTACTTTTG 

GAAAAAGAATCAAAAACTAGAGTACAAGTACTCCAAGCTGGTGATGAATGCTACTCTCAAGGACTGTG 

ACCTGCCAGCAGCTGACAGCTGCGCCATCATGGAAGGCGAGGATGTAGAGGACGACCTCATCTTTACC 

AGCAAGAAGTCACTTTTTGGGAAGATCAAATCATTTACCTCCAAGAGGACTCCTGATGGATTTGACTC 

AGTGCCGCTGAAGACATCCTCAGGAGGCCCAGACATGGACCTGTGAGAGGCACTGCCTGCCTCACCTG 

CCTCCTCACCTTGCATAGCACCTTTGCAAGCCTGCGGCGATTTGGGTGCCAGCATCCTGC7VACACCCA 

CTGCTGGAAATCTCTTCATTGTGGCCTTATCAGATGTTTGAATTTCAGATCTTTTTTTATAGAGTACC 

CAAACCCTCCTTTCTGCTTGCCTCAAACCTGCCAAATATACCCACATTTTTTTTTAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 

T^AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 38 

MAEPGHSHHLSARVRRRTERRIPRLWRLLLWAGTAFQVTQGTGPELHACKESEYHYEYTACDS 
TGSRWRVAVPHTPGLCTSLSDPVKGTECSFSCNAGEFLDMKDQSCKPCAEGRYSLGTGIRFDE 
WDELPHGFASLSANMELDDSAAESTGNCTSSKWVPRGDYIASNTDECTATLMYAVNLKQSGTV 
NFEYYYPDSSIIFEFFVQNDQCQPNADDSRWMKTTEKGWEFHSVELNRGNNVLYWRTTAFSVW 
TKVPKPVLVRNIAITGVAYTSECFPCKPGTYADKQGSSFCKLCPANSYSNKGETSCHQCDPDK 
YSEKGSSSCNVRPACTDKDYFYTHTACDANGETQLMYKWAKPKICSEDLEGAVKLPASGVKTH 
CPPCNPGFFKTNNSTCQPCPYGSYSNGSDCTRCPAGTEPAVGFEYKWWNTLPTNMETTVLSGI 
NFEYKGMTGWEVAGDHIYTAAGASDNDFMILTLVVPGFRPPQSVMADTENKEVARITFVFETL 
CSVNCELYFMVGVNSRTNTPVETWKGSKGKQSYTYIIEENTTTSFTWAFQRTTFHEASRKYTN 
DVAKIYSINVTNVMNGVASYCRPCALEASDVGSSCTSCPAGYYIDRDSGTCHSCPPNTILKAH 
Q P YGVQAC VPCG PGTKNNKI H SLC YN DCT FSRNTPTRT FN YNFS ALANTVTLAGGPSFTSKGL 
KYFHHFTLSLCGNQGRKMSVCTDNVTDLRIPEGESGFSKSITAYVCQAVIIPPEVTGYKAGVS 
SQPVSLADRLIGVTTDMTLDGITSPAELFHLESLGIPDVIFFYRSNDVTQSCSSGRSTTIRVR 
CSPQKTVPGSLLLPGTCSDGTCDGCNFHFLWESAAACPLCSVADYHAIVSSCVAGIQXTTYVX 
REPKLCSGGISLPEQRVTICKTIDFWLKVGISAGTCTAILLTVLTCYFWKKNQKLEYKYSKLV 
MNATLKDCDLPAADSCAIMEGEDVEDDLIFTSKKSLFGKIKSFTSKRTPDGFDSVPLKTSSGG 
PDMDL 



liiiport:ant feat:ures of the protein: 
N-glycosylatxon sxtes : 

amino acids 153-156, 390-393, 391-394, 404-407, 544-547, 576-579, 
672-675, 717-720, 947-950 

cAMP- and cGMP-dependent protein kinase phosphorylation sites: 

amino acids 15-18, 563-566, 709-712 
Casein kinase II phosphorylation sites: 

amino acids 42-45, 59-62, 81-84, 146-149, 168-171, 282-285, 331- 
334, 340-343, 431-434, 449-452, 465-468, 523-526, 557-560, 761- 
764, 780-783, 835-838, 860-863, 893-896, 949-952 
Tyrosine kinase phosphorylation sites: 
amino acids 50-56, 109-116 
N-myrlstoylatlon sites : 

amino acids 77-82, 88-93, 152-157, 268-273, 288-293, 320-325, 

400-405, 405-410, 414-419, 463-468, 599-604, 616-621, 634-639, 

644-649, 839-844, 874-879, 912-917, 916-921 

Amldatlon site : 

amino acids 707-710 

Cell attachment sequence : 

amino acids 162-164 
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FIGURE 39 

GGGAAGGGGTTCTGGGCTGCCGCAGGCACACAGGCCAGAGCTTCGTGGATACCTGCAGGGCCC 
A7y\GGTCCCTCCCTGTTTTGAAGAGTGAGTGATGGCTATGAGGTAGCGGCCAGGCTGATCACC 
CCTGCGTTGGCTGGAGGCAGAATTCTGTAAATCCTCGCCAAGTCTTTCTCCAGGCCACTGGTT 
AGCTCATCTCAGCCTCCTCTGGGAGCATCAACACCAACATGGCACAGGGGACTGCAGTGGTGT 
GCTTTGGACCTGTGTACCCACCCAAGGCTAAAGGCAGAGCCAGGTGACTTTGCGGGGGTCTCT 
TCTCTAGGATTATCTGTACTTCCCCTCTGTCCTCTTTTACTACGGGAGATCGAGCTAGCTATA 
ACCCACCTTCTTTCATGAGAACCACACTAAATTGCAAAAATTATCCCAGTGCTGGAGGAGGGC 
AGCAGGTTGAGATTATGTTGGCAGGAAGAATGTTGGCATTGATTGGCACGCAGGGGACGAGAG 
CTGCTTTGTGCTTTAAAGGAGCCAAGTTACACCCTGTTTAACCCTGCCTTCAAAGGGACGACT 
CTGT/^GATTCTCTGCTACTTATTCAAGTTGACACGMGCCCTTCACACTCCACCTGAGGTCC 
CGCCTTCCCTCTGCCATAAGGAGTTTGATTCTACAAAAGAAACCAAACATCAGAAATACAtCC 

agcatggctggagagctccgaccagccagcctggtggtcctgcccaggtcccttgctccagct 

tttgaaagattctgccaggtcaacactggtcctctacccctgctgggccagagtgagccagaa 

aagtggatgctgccccctcaaggtgctatctcagagaccaggatgggccatccccagttctgg 

aaatacgagttcggtgcctgcaccggtagcctggcttcgctggagcagtactcggagcagctg 

aaggacatggtggccttcttcctgggctgcagcttctccctggaggaggccttggagaaagcg 

gggctccccagaagagacccagcaggtcacagccaggcgggtgcatacaagacaacagtgcct 

tgtgttacccatgctggcttctgctgccctctggtggtcacgatgaggcccattcccaaggac 

aagctggaagggctggtgcgggcctgctgctccctcggaggtgagcaggggcaacctgttcac 

atgggcgacccagaactgttgggaatcaaagagctttccaaacctgcctacggggatgccatg 

gtgtgtcccccaggggaggttccagtgttctggccttctccgctgaccagtctcggagctgtc 

agcagctgtgagaccccactggcttttgccagcatcccaggctgcacagttatgactgacctg 

aaggatgcaaaggctccacctggttgtctcaccccagagagaattccagaggtccatcacatt 

tcccaagatcctctgcactacagcatcgcgtcagtctctgcttctcagaagatcagagaacta 

gagtctatgatcggcatagacccagggaaccgggggattgggcacctgctctgtaaagatgag 

ctgctgaaggcctctctctcgctgtcccatgcccgctcagtgctcatcaccactgggttcccc 

acacatttcaatcatgagcctccagaagagacagatggcccaccaggagctgttgctctggtt 

gccttcctgcaggccttggagaaggaggtcgccataatcgttgaccagagagcctggaacttg 

caccagaagattgttgaagatgctgttgagcaaggtgttctgaagacgcagatcccgatatta 

acttaccaaggtggatcagtggaagctgctcaggcattcctgtgcaaaaatggggacccgcag 

acacctagatttgaccacctggtggccatagagcgtgccggaagagctgctgatggcaattac 

tacaatgcaaggaagatgaacatcaagcacttggttgaccccattgacgatctttttcttgct 

gcgaagaagattcctggaatctcatcaactggagtcggtgatggaggcaacgagcttgggatg 

ggtaaagtcaaggaggctgtgaggaggcacatacggcacggggatgtcatcgcctgcgacgtg 

gaggctgactttgccgtcattgctggtgtttctaactggggaggctatgccctggcctgcgca 

ctctacatcctgtactcatgtgctgtccacagtcagtacctgaggaaagcagtcggaccctcc 

agggcacctggagatcaggcctggactcaggccctcccgtcggtcattaaggaagaaaaaatg 

ctgggcatcttggtgcagcacaaagtccggagtggcgtctcgggcatcgtgggcatggaggtg 

gatgggctgcccttccacaacacccacgccgagatgatccagaagctggtggacgtcaccacg 

gcacaggtgtaaccgtccatgttccgtgtgagcagagtccctaccaacgggcaggtctgcatc 

cggggagaatgcagctgcttctggcgacaatcctgctagtaaacactggtcttcggtgagcaa 

cgaacactcgcctggcctgggaaactgcatgcccactttctgggaggggttagtgcaggtgcc 

gtggacaaaggacaacatttctctggggctttttaacttttattcctaagactctaaaggcgt 

tgatttcaaccctccttcactctggcttcttcaggcaacccacgtggtctcctatgagaatct 

tctcgacagttacttatggggacacttgtgaacaatt/^actgccagggcagagcatgagaaca 

aacattcccaggccatgtaggataggatactccagactccagtcatcctcccccatccatggt 

ttctgttactcatggtttcagttactcatagccaactgcagaccgaaaatactaaatgaaaaa 

tttcagaaataaacaactcttaagttttaaaaaaaaa 
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FIGURE 40 

MPFTLHLRSRLPSAIRSLILQKKPNIRNTSSMAGELRPASLVVLPRSLAPAFERFCQVNTGPL 
PLLGQSEPEKWMLPPQGAISETRMGHPQFWKYEFGACTGSLASLEQYSEQLKDMVAFFLGCSF 
SLEEALEKAGLPRRDPAGHSQAGAYKTTVPCVTHAGFCCPLVVTMRPIPKDKLEGLVRACCSL 
GGEQGQPVHiyiGDPELLGIKELSKPAYGDAMVCPPGEVPVFWPSPLTSLGAVSSCETPLAFASI 
PGCTVMTDLKDAKAPPGCLTPERIPEVHHISQDPLHYSIASVSASQKIRELESMIGIDPGNRG 
IGHLLCKDELLKASLSLSHARSVLITTGFPTHFNHEPPEETDGPPGAVALVAFLQALEKEVAI 
IVDQRAWNLHQKIVEDAVEQGVLKTQIPILTYQGGSVEAAQAFLCKNGDPQTPRFDHLVAIER 
AGRAADGNYYNARKMNIKHLVDPIDDLFLAAKKIPGISSTGVGDGGNELGMGKVKEAVRRHIR 
HGDVIACDVEADFAVIAGVSNWGGYALACALYILYSCAVHSQYLRKAVGPSRAPGDQAWTQAL 
PSVIKEEKMLGILVQHKVRSGVSGIVGMEVDGLPFHNTHAEMIQKLVDVTTAQV 

Signal pep'tlde: 

amino acids 1-17 



Transmembrane domaxn : 

amino acids 358-378, 517-539 



N-glycosylation s± t:e . 

amino acids 28-32 



Tyrosine kinase phosphorylatiion site. 

amino acids 444-452 



N-myrlst^oyla^lon sl-te - 

amino acids 98-104, 102-108, 123-129, 149-155, 181-187, 190-196, 

238-244, 308-314, 399-405, 413-419, 448-454, 477-483, 482-488, 
487-493 



Prokaryctlc membrane lipoprotein lipid a'b'bachment: site. 

amino acids 233-244, 531-542 
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FIGURE 41 

CTTTCCTGTTTTATCCGCAGCCCTTTTCTTCTTTGAGTTAGTAAAGATTTATTCTGTAACCTG 
ACACTCATCTGGCCCTTTGCAGTTTGCCAGCCATATTCCCATGTGATTTCCCACTGGATCCAG 
GCCCCCATCCGGCTGGCAGGAGGGGGCTCTGACGTACAGGTTGGAAATCAGAAGTCTGTGAGA 
GCGCGGGAGTGCATGGCAGCTCTGGGTCCCAGACCTGGCCCGACCCCTCTGCTTCACCTGCAG 
CTCTGCTGCTCCTCTACTCTTGGGTCGAGATCCCTTTGGAGCCACAGCGAGGAACCCTGTGGT 
CCTCAGGCAGGTGTACCTTGAGTCAGCCAGGAGCCCTCTTTTCCTGTGTCAAAGCCTGCCCTC 
GGGCTCTGCTCACCTCTGGTGACCCTCCAAGATGCCCCTGCCCTCAGTTTCCCCTCATGATCT 
GGCCTCTGCCCCCTTCTCTAGCCACAGCCTCTAGTACACTTTAGCT^ATACCACCAGACTAGTT 
AGAGTTCCCCACTCACCAAGCAAGACATGCAGTTTCATGCCTCTGTGCCTTCGCTCATGCTGT 
TTCTTCCGACTGGAATGCCTTCCCCTGCTCCTCCTGCCTTGTCTGCCTGGCAAGTTCATCTCT 
CACGATCCCCTCAAAGGCCCCCTCCTCCAGGAAGGCAACCCCTGTGCCCCTCCCCTCCAGGCT 
ACCTCTGCACTTTGTCAATGCTTCTCTTGTGGCACTTATCACACTGTATTTTACTTGTTTACA 
TGTTTGTCTCCCCTTCTAGACTGTGAATCCTTAAGGGCATGGACTGTATCTTATGCATCTCTG 
TATTTCTGCGCCTAGCACGGTGCCTAGCACACAGTAGGCGCTCAATAAATGTTGAATGAATGA 
ATGATTT 
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FIGURE 42 

MQFHASVPSLMLFLPTGMPSPAPPALSAWQVHLSRSPQRPPPPGRQPLCPSPPGYLCTLSMLL 
LWHLSHC I LLV YMFVS P S RL 

Import:ant features of ^he protein: 
Signal pep'tlde: 

amino acids 1-22 

Mlcrobodles C—termlnal targetilng signal. 

amino acids 81-83 
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FIGURE 43 

GTTTCCAACAAGGATGATATGAAGACTTCCCTGAAGAAAGTTGTGAAGGGACCTCCTACGAGA 
TGATGATGCAGTGTGTGTCCCGCATGTTGGCCCACCCCCTGCATGTCATCTCAATGCGCTGCA 
TGGTCCAGTTTGTGGGACGGGAGGCCAAGTACAGTGGTGTGCTGAGCTCCATTGGGAAGATTT 
TCAAAGAGGAAGGGCTGCTGGGATTCTTCGTTGGATTAATCCCTCACCTCCTGGGCGATGTGG 
TTTTCTTGTGGGGCTGTAACCTGCTGGCCCACTTCATCAATGCCTACCTGGTGGATGACAGCT 
TCAGCCAGGCCCTGGCCATCCGGAGCTATACCAAGTTCGTGATGGGGATTGCAGTGAGCATGC 
TGACCTACCCCTTCCTGCTAGTTGGCGACCTCATGGCTGTG7\ACAACTGCGGGCTGCAAGCTG 
GGCTCCCCCCTTACTCCCCAGTGTTCAAATCCTGGATTCACTGCTGGAAGTACCTGAGTGTGC 
AGGGCCAGCTCTTCCGAGGCTCCAGCCTGCTTTTCCGCCGGGTGTCATCAGGATCATGCTTTG 
CCCTGGAGTAACCTGAATCATCTAAAAAACACGGTCTCAACCTGGCCACTGTGGGTGAGGCCT 
GACCACCTTGGGACACCTGCAAGACGACTCCAACCCAACAACAACCAGATGTGCTCCAGCCCA 
GCCGGGCTTCAGTTCCATATTTGCCATGTGTCTGTCCAGATGTGGGGTTGAGCGGGGGTGGGG 
CTGCACCCAGTGGATTGGGTCACCCGGCAGACCTAGGGAAGGTGAGGCGAGGTGGGGAGTTGG 
CAGAATCCCCATACCTCGCAGATTTGCTGAGTCTGTCTTGTGCAGAGGGCCAGAGAATGGCTT 
ATGGGGGCCCAGGTTGGATGGGGAAAGGCTAATGGGGTCAGACCCCACCCCGTCTACCCCTCC 
AGTCAGCCCAGCGCCCATCCTGCAGCTCAGCTGGGAGCATCATTCTCCTGCTTTGTACATAGG 
GTGTGGTCCCCTGGCACGTGGCCACCATCATGTCTAGGCCTATGCTAGGAGGCT^AATGGCCAG 
GCTCTGCCTGTGTTTTTCTCAACACTACTTTTCTGATATGAGGGCAGCACCTGCCTCTGAATG 
GGAAATCATGCAACTACTCAGAATGTGTCCTCCTCATCTAATGCTCATCTGTTTAATGGTGAT 
GCCTCGCGTACAGGATCTGGTTACCTGTGCAGTTGTGAATACCCAGAGGTTGGGCAGATCAGT 
GTCTCTAGTCCTACCCAGTTTTAAAGTTCATGGTAAGATTTGACCTCATCTCCCGCAAATAAA 
TGTATTGGTGATTTGGAAAAAAA7VAAAAAA7U\A 
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FIGURE 44 

iyiMMQCVSRMLAHPLHVISMRCMVQFVGREAKYSGVLSSIGKIFKEEGLLGFFVGLIPHLLGDV 
VFLWGCNLLAHFINAYLVDDSFSQALAIRSYTKFVMGIAVSMLTYPFLLVGDLMAVNNCGLQA 
GLPPYSPVFKSWIHCWKYLSVQGQLFRGSSLLFRRVSSGSCFALE . 

Impor-tant: £eai:ures of -the protein: 
Signal peptide: 

amino acids 1-18 

Transmembrane domains : 

amino acids 51-72, 97-114 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 160-163 

N-nr^rlstoylatlon sites. 

amino acids 34-39, 100-105, 123-128, 165-170 
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FIGURE 45 

GCTCACTCTTTGGGTCCACACTGCCTTTATGAGCTGTAACACTCACTGGGAATGTCTGCAGCT 
TCACTCCTGAAGCCAGCGAGACCACGT^CCCACCAGGAGGAACAAACAACTCCAGACGCGCAG 
CCTT/^GAGCTGTAACACTCACCGCGAAGGTCTGCAGCTTCACTCCTGAGCCAGCCAGACCAC 
GAACCCACCAGAAGGAAGAAACTCCAAACACATCCGAACATCAGAAGGAGCAAACTCGTGACA 
CGCCACCTTTAAGAACCGTGACACTCAACGCTAGGGTCCGCGGCTTCATTCTTGAAGTCAGTG 
AGACCAAGAACCCACCAATTCCGGACACGGCAAAGTAACATCCTAGACATCGCTTTAGAGATC 
CACATGTCAGACCCCATGTGCCTCATCGAGAACTTTAATGAGCAGCTGAAGGTTAATCAGGAA 
GCTTTGGAGATCCTGTCTGCCATTACGCAACCTGTAGTTGTGGTAGCGATTGTGGGCCTCTAT 
CGCACTGGCAAATCCTACCTGATGAAC7\AGCTGGCTGGGAAGAACAAGGGCTTCTCTGTTGCA 
TCTACGGTGCAGtCTCACACCAAGGGAATTTGGATATGGTGTGTGCCTCATCCC7\ACTGGCCA 
AATCACACATTAGTTCTGCTTGACACCGAGGGCCTGGGAGATGTAGAGAAGGCTGACAACAAG 
AATGATATCCAGATCTTTGCACTGGCACTCTTACTGAGCAGCACCTTTGTGTACAATACTGTG 
AACAAAATTGATCAGGGTGCTATCGACCTACTGCACAATGTGACAGAACTGACAGATCTGCTC 
AAGGCAAGAAACTCACCTGACCTTGACAGGGTTGAAGATCCTGCTGACTCTGCGAGCTTCTTC 
CCAGACTTAGTGTGGACTCTGAGAGATTTCTGCTTAGGCCTGGAAATAGATGGGCAACTTGTC 
ACACCAGATGAATACCTGGAGAATTCCCTAAGGCCAAAGCAAGGTAGTGATCAAAGAGTTCAA 
AATTTCAATTTGCCCCGTCTGTGTATACAGAAGTTCTTTCCAAAAAAGAAATGCTTTATCTTT 
GACTTACCTGCTCACCAAAAAAAGCTTGCCCAACTTGAAACACTGCCTGATGATGAGCTAGAG 
CCTGAATTTGTGCAACAAGTGACAGAATTCTGTTCCTACATCTTTAGCCATTCTATGACCAAG 
ACTCTTCCAGGTGGCATCATGGTCAATGGATCTCGTCTAAAGAACCTGGTGCTGACCTATGTC 
AATGCCATCAGCAGTGGGGATCTGCCTTGCATAGAGAATGCAGTCCTGGCCTTGGCTCAGAGA 
GAGAACTCAGCTGCAGTGC7W\AGGCCATTGCCCACTATGACCAGCAAATGGGCCAGAAAGTG 
CAGCTGCCCATGGAAACCCTCCAGGAGCTGCTGGACCTGCACAGGACCAGTGAGAGGGAGGCC 
ATTGAAGTCTTCATGAAAAACTCtTTCAAGGATGTAGACCAAAGTTTCCAGAAAGAATTGGAG 
ACTCTACTAGATGCAAAACAGAATGACATTTGTAAACGGAACCTGGAAGCATCCTCGGATTAT 
TGCTCGGCTTTACTTAAGGATATTTTTGGTCCTCTAGAAGAAGCAGTGAAGCAGGGAATTTAT 
TCTAAGCCAGGAGGCCATT^TCTCTTCATTCAGAAAACAGAAGAACTGAAGGCAAAGTACTAT 
CGGGAGCCTCGGAAAGGAATACAGGCTGAAGAAGTTCTGCAGAT^TATTTAAAGTCCAAGGAG 
TCTGTGAGTCATGCAATATTACAGACTGACCAGGCTCTCACAGAGACGGAAAAAAAGAAGAAA 
GAGGCACAAGTGAAAGCAGAAGCTGAAAAGGCTGAAGCGCAAAGGTTGGCGGCGATTCAAAGG 
CAGAACGAGCAAATGATGCAGGAGAGGGAGAGACTCCATCAGGAACAAGTGAGACAAATGGAG 
ATAGCCAAACAAAATTGGCTGGCAGAGCAACAGAAAATGCAGGAACAACAGATGCAGGT^CAG 
GCTGCACAGCTCAGCACAACATTCCAAGCTCAAAATAGAAGCCTTCTCAGTGAGCTCCAGCAC 
GCCCAGAGGGCTGTTAATAACGATGATCCATGTGTTTTACTCTAAAGTGCTAAATATGGGAGT 
TTCCTTTTTTTACTCTTTGTCACTGATGACACAACAGAAAAGAAACTGTAGACCTTGGGACAA 
TCAACATTTAAATAAACTTTATAATTATTAT^ 
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FIGURE 46 

MALEIHMSDPMCLIENFNEQLKVNQEALEILSAITQPVVVVAIVGLYRTGKSYLMNKLAGKNK 
GFSVASTVQSHTKGIWIWCVPHPNWPNHTLVLLDTEGLGDVEKADNKNDIQIFALALLLSSTF 
VYNTVNKIDQGAIDLLHNVTELTDLLKARNSPDLDRVEDPADSASFFPDLVWTLRDFCLGLEI 
DGQLVTPDEYLENSLRPKQGSDQRVQNFNLPRLCIQKFFPKKKCFIFDLPAHQKKLAQLETLP 
DDELEPEFVQQVTEFCSYIFSHSMTKTLPGGIMVNGSRLKNLVLTYVNAISSGDLPCIENAVL 
ALAQRENSAAVQKAIAHYDQQMGQKVQLPMETLQELLDLHRTSEREAIEVFMKNSFKDVDQSF 
QKELETLLDAKQNDICKRNLEASSDYCSALLKDIFGPLEEAVKQGIYSKPGGHNLFIQKTEEL 
KAKYYREPRKGIQAEEVLQKYLKSKESVSHAILQTDQALTETEKKKKEAQVKAEAEKAEAQRL 
AAIQRQNEQMMQERERLHQEQVRQMEIAKQNWLAEQQKMQEQQMQEQAAQLSTTFQAQNRSLL 
SELQHAQE^VNNDDPCVLL 

Xmpor'bant: £eat:ures of -the pro1:e±n: 
Transm^obrane domains : 

amino acids 31-49, 114-131 

N-glycosyla'blon sxties . 

amino acids 90-94, 144-148, 287-291, 563-567 

N-myrxs'koyla'tion sites . 

amino acids 45-51, 283-289 

Prenyl group binding sli:e. 

amino acids 583-588 

ATP/GTP-blndlng slt:e motif A <P-loop) . 

amino acids 4 5-53 
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FIGURE 47 

CACTCATTCATTCCAAAGGGTCTCTCAAGGCAATGGTAATGTGCAAGGAGGTGATACCTAAAT 
GAATGACCAAAAGAACATGCTTCTGCTTTTGTGTGTCTCCTACATTTTAGACATTTGTTTGTT 
TCTCTTGGTAGCCTTTAAATTCCTTGAAGCCCAGGACCATGTCTCACTTACCTTTGTGTTTCC 
ACTAACTAGTCTACCTCCTGGAATTGGCAGATACTCAGTGAAAGCCTGTGAAATAAGTGATGT 
CTATTTCTAGCATATTATTCTGAGATTTAATGATAGATTTAGTGATTGAATGAGATTTCCATT 
TTCAAATACAGCAAAAGCATAACTATTTTCATTCATTCATATTCATTCAACTTCATTCTCAAA 
ATTAGGTCCTGAGTTAACTAATAATTACCTTTGAAATGTGTGGGTTATTTGAGGCAATCAGGT 
GGTGACATTGAGCTCTCAGCCAGAGTTTGTTTCTGGAATTGATTCAGTTCCATTGCATTGATT 
TTTGTTCTCAG^kAGCCAAGGTTTCCCATGAAAAATCATTCCCACTTGT^ATTGGGCTGTGATTC 
TTGCTGCGTTTi\AGTAAAGGAAGCCTCTTGGTTCTAGTTCTGCAAACTTACACACTGAACTGG 
GACAAGTTTTTGTTTAGAGTAATGGCTGGGAAAAGAGGAACCTTTCATTTTATTCAGAAGTCA 
AAAACT^AAGGCCTCCCAGCCACCTGGAGATGTTTTGTTGCAGACACCAGCCTGGCTCTGTCTT 
TATGCCTAACAATTGAGCATCCAGTCTTCTTTGTGCTGGGACCATTGCTCAGCTCTGCAAGGG 
GAAAAGAGGGAGAAAGCCAGAGCTGCCAGGCTTCTTGCACTGGGGCCGGGGGAGGGTTCCTGG 
GAAGCAGGTGCTCTCTGGCTTCTTGGTACGTGAGGCTCTCGGAGCTGCCTCTCCTCTGACCCT 
CAGGTCCTCACCGAGTTTGCTCCAGGAGTATATTGAAAACATACCCAGTGCTCTCTCAAGCAC 
CCACTGCTTAGAGGGCCCAGATTTCTTTTCCTTCTTTCCCTTGCAGAGCTGGAGACTGCATCG 
GGCATCTGGTGTTTAAACTAAACAGGAAAACTGACTAAAGGTCCACAGTGCTCATTGTGTAGA 
CTAGCTGCCCTCCGATGGGTGCTCTGATTATCAGTGGTTCCAGTGCAGGGCCTGTCACTAAAC 
AGGCCTCACTTCCTCCTTGGGGGCTTTCCCATGGGAGGTGTGGCTTTTTACTCTACATGGAAA 
TGACTCTCTGCAGCCACAGAACACAGTCATTTTCTGAATTATCCCAGTCTCTCATGCGCCCTG 
GATTCCTCCAGATGCCTTATATCTCTTGTGCAAAGTTGTCTAAAATTTGGTTCCCAGCTTCCA 
AGCCTTGCCTTTTGGCCTTCCTGGAAGTATTTTTGTTGATGAGTCGTCTGTCATTATTCTCTA 
AAATGATTTGCTTTTTGTTTCTTTCATTCCTATTTCCACCCCACATATACACACATGCTTCTT 
AACTTAGGGGATTACATGCCAATAAATCTATTGTTGAAAATGCACTAATACTATCGCAAAGAC 
GAAAATTCACAGGCTGAACCGTTGTAAGTCCATATGCTCCTCAACTTACATGTGTGATGGAGT 
TATGCCCAAATAAGTCCATCGTCAAGTTGAAAAATCAAAATCAAGCCATCTTAGGTTGAGGAC 
CATTTGTTTGTACCTCCA/LAGATGTCATATCTTTAAACATACTCCCTAGCTTTTCTTTTTACT 
TTTTATTTTGAAGTAATTATAGAATCACAGAAAGTTGCAAAAAA 
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FIGURE 48 

MGALIISGSSAGPVTKQASLPPWGLSHGRCGFLLYMEMTLCSHRTQSFSELSQSLMRPGFLQM 
PYISCAKLSKIWFPASKPCLLAFLEVFLLMSRLSLFSKMICFLFLSFLFPPHIYTHAS 

Ixopor'kant £eai:ures o£ -the pro1:exn: 
Signal pepi:±de: 

amino acids 1-41 

Transmembrane domain: 

amino acids 88-107 

Casein kinase II phosphorylation site* 

amino acids 47-50 

N-myrlst:oylat:lon slt:e. 

amino acids 24-29 
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FIGURE 49 

GGCTTCTACAGTCCACAACACCCACCAGCCCCAGGCCCAGCAGAATGAGCCCAGTGAGTGCCGGGGCTCCCAGTT 
TGGCTGTTGCTATGACAACGTGGCCACTGCAGCCGGTCCTCTTGGGGAAGGCTGTGTGGGCCAGCCCAGCCATGC 
CTACCCCGTGCGGTGCCTGCTGCCCAGTGCCCATGGCTCTTGTGCAGACTGGGCTGCCCGCTGGTACTTCGTTGC 
CTCTGTGGGCCAATGTAACCGCTTCTGGTATGGCGGCTGCCATGGCAATGCCAATAACTTTGCCTCGGAGCAAGA 
GTGCATGAGCAGCTGCCAGGGATCTCTCCATGGGCCCCGTCGTCCCCAGCCTGGGGCTTCTGGAAGGAGCACCCA 
CACGGATGGTGGCGGCAGCAGTCCTGCAGGCGAGCAGGAACCCAGCCAGCACAGGACAGGGGCCGCGGTGCAGAG 
AAAGCCCTGGCCTTCTGGTGGTCTCTGGCGGCAAGACCAACAGCCTGGGCCAGGGGAGGCCCCCCACACCCAGGC 
CTTTGGAGAATGGCCATGGGGGCAGGAGCTTGGGTCCAGGGCCCCTGGACTGGGTGGAGATGCCGGATCACCAGC 
GCCACCCTTCCACAGCTCCTCCTACAGATCTCACTTCCCACCTCTCCAGGATTAGCTTGGCAGGTGTGGAGCCCT 
CGTTGGTGCAGGCAGCCCTGGGGCAGTTGGTGCGGCTCTCCTGCTCAGACGACACTGCCCCGGAATCCCAGGCTG 
CCTGGCAGAAAGATGGCCAGCCCATCTCCTCTGACAGGCACAGGCTGCAGTTCGACGGATCCCTGATCATCCACC 
CCCTGCAGGCAGAGGACGCGGGCACCTACAGCTGTGGCAGCACCCGGCCAGGCCGCGACTCCCAGAAGATCCAAC 
TCCGCATTATAGGGGGTGACATGGCCGTGCTGTCTGAGGCTGAGCTGAGCCGCTTCCCTCAGCCCAGGGACCCAG 
CTCAGGACTTTGGCCAAGCGGGGGCTGCTGGGCCCCTGGGGGCCATCCCCTCTTCACACCCACAGCCTGCAAACA 
GGCTGCGTTTGGACCAGAACCAGCCCCGGGTGGTGGATGCCAGTCCAGGCCAGCGGATCCGGATGACCTGCCGTG 
CCGAAGGCTTCCCGCCCCCAGCCATCGAGTGGCAGAGAGATGGGCAGCCTGTCTCTTCTCCCAGACACCAGCTGC 
AGCCTGATGGCTCCCTGGTCATTAGCCGAGTGGCTGTAGAAGATGGCGGCTTCTACACCTGTGTCGCTTTCAATG 
GGCAGGACCGAGACCAGCGATGGGTCCAGCTCAGAGTTCTGGGGGAGCTGACAATCTCAGGACTGCCCCCTACTG 
TGACAGTGCCAGAGGGTGATACGGCCAGGCTATTGTGTGTGGTAGCAGGAGAAAGTGTGAACATCAGGTGGTCCA 
GGAACGGGCTACCTGTGCAGGCTGATGGCCACCGTGTCCACCAGTCCCCAGATGGCACGCTGCTCATTTACAACT 
TGCGGGCCAGGGATGAGGGCTCCTACATGTGCAGTGCCTACCAGGGGAGCCAGGCAGTCAGCCGCAGCACCGAGG 
TGAAGGTGGTCTCACCAGCACCCACCGCCCAGCCCAGGGACCCTGGCAGGGACTGCGTCGACCAGCCAGAGCTGG 
CCAACTGTGATTTGATCCTGCAGGCCCAGCTTTGTGGCAATGAGTATTACTCCAGCTTCTGCTGTGCCAGCTGTT 
CACGTTTCCAGCCTCACGCTCAGCCCATCTGGCAGTAGGGATGAAGGCTAGTTCCAGCCCCAGTCCAAAATAGTT 
CATAGGGCTAGGGAGAAAGGAAGATGGACTCTTGGCTTCCTCTCTCTGGCTGGCAAAGGGAGTTATCTTCTGGAA 
TACATTAGCTCTTTCAAAAACCCACCCAGTGTTTAGCCTCAACGGCAGCCAGTTACCAGCTTCTCTCTGTAGCCT 
TCAGCAGTGTTTGCATCTCTGACATAACCACAGGCTGCTGTTTTCAAGAAGAGCAATCTGTTTGGATAAGAAAAA 
CCTTTACTTTACAGCTTCCCTTTATAATTTGTTACACAGGAATAGTTAAATGCATTTGTTTGTTTGTTTTTTGAG 
ACGGAGTTTCACTCTTGTTGCCCAGGCTGGAGGGCAATGGCGCGATCTCAGCTCACTGCAACCTCCGTCTCCTGG 
GTTCTTGATTCTCCTGTGTCAGCCTTCTGAGTAGCTGGGATTACAGATGCCTATCACCATGCCTGGGTAATTTTT 
GTATTTTTAGTTGAGATGGGGTTTCGCCATGTTGGCCAGGCTGGTCTCGAACTTCTGACCTCAGATGATCTGCCC 
GCCTCAGCCTCCCAAAGTGCTGGGATTACAGGCATGAGCCACCACGCCCAGCCATCAATGCATTTTTTTTATTTT 
TTTTTTGAGACAGAGTTTCGCACTTCTTGCCCAGGCTGGAGTACAATGGTGCGATCTTGGCTCACTGCAACCTCC 
ACCTCCTGGGTTCAAGCGCTTCTCCAGCCTCAGCCTCCTGAGTAGCTGGGATTACAGGTATGTGCCACCATGCCT 
GGCTT^TTTTGTATTTTTGGTGGAGACGGGGTTTCTCCATGTTGGTCAGACTGGTCTTGAACTCCCGACCTCAGG 
TAATCCGCCCGCCTCCGCCTCCCAAAATGCTGGGATTAGAGGTGTGAGCCACTGTGCCCAGCCCATCAATGTGTT 
TTAAAGCTAGCTGTCAGGGTTCCACTTAATTTAAAGCTGGGCAGGGAGATGTGTAATGATTTCAAAGTTAACACC 
TGTTTGTTTTCTAAAGGGCATGCCAAGTCCTGCTGTATCAGGGAAGTATTCTGTGCTAAAATCAGCGATGGTTCA 
TTGCTCTAGTCTCTCTCACCCTTCTAGGCAGTGCATCAGTCAGCTCTAAATCTGGTGCAGAGGGTTAACAGCATA 
ACCCTTGTTGGCAAAATGGAATAGATGTTAAGACCTCAAATAGGGATTTGGGATGAAACAGCTGCAGTTAGCACT 
GTTATCTGAGCATGAAAGAACTGGAAACGCTCCTTACGTCGAGATGTTGGACCTTGAAGCCCTCCTGAGGCCAAC 
ATGCAAATCTGGCTGTGACGGTTCATCTGACACCTGTGTAAAGCTGACCAGCCTGCTCTGTACAGTGACAATGAG 
GAGCCCCTCTCTTCCTTAAGTAGGAATCTGTGAAGCAAAATGTTTGCTGCCAAAGAC7UVATCAGACTGTCAGTCA 
TTAAAAACAGCATTAGCAGGATGAGGATAGCAATGGGGAAGGGTTGTGGGCAATGCAGTAACAGGGTU^TGGCTT 
CAGAAATGGTTTGAGTTGGAAGACAACATTCTTCATCTCTCAGGACTTCTAATTCCTTGATGCTAAAAGAAGAGG 
CATGGATTCTATGAGCTTCCAAGTCCCTTTCCACTTTAACCTTCTACAAATCTTTCAGAGGACTGCCTAGTAGCA 
AAGGTTATTCCTGGACACAGGAAAGACGGGCATTACAGGGACCAAAGCTCTGAAAGGTGACTTTTATTACCAACA 
CACTGGCTGGAAAAGGGACAAACCACATCACGGGTGAGTGATACTTCTCAGTCTTCTCTACTCATTCAACAAAGG 
AAATGTGGGCTGGGGCAGAGGTCTTTTTTCATTTAATACTGGAAAAATATTGAAGAGCATCCATGTTCACTTATG 
GCTGGTTTTGCTATAGAAATTGGAAAATAAAGGCCACTTTTTTG 
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FIGURE 50 

MGPVVPSLGLLEGAPTRMVAAAVLQASRNPASTGQGPRCRESPGLLVVSGGKTNSLGQGRPPT 
PRPLENGHGGRSLGPGPLDWVEMPDHQRHPSTAPPTDLTSHLSRISLAGVEPSLVQAALGQLV 
RLSCSDDTAPESQAAWQKDGQPISSDRHRLQFDGSLIIHPLQAEDAGTYSCGSTRPGRDSQKI 
QLRIIGGDMAVLSEAELSRFPQPRDPAQDFGQAGAAGPLGAIPSSHPQPANRLRLDQNQPRVV 
DASPGQRIRMTCRAEGFPPPAIEWQRDGQPVSSPRHQLQPDGSLVISRVAVEDGGFYTCVAFN 
GQDRDQRWVQLRVLGELTISGLPPTVTVPEGDTARLLCVVAGESVNIRWSRNGLPVQADGHRV 
HQSPDGTLLIYNLRARDEGSYMCSAYQGSQAVSRSTEVKVVSPAPTAQPRDPGRDCVDQPELA 
NCDLILQAQLCGNEYYSSFCCASCSRFQPHAQPIWQ 

Import:ani: features of the protein: 
Signal peptide: 

amino acids 1-16 

Tyrosine kinase phosphorylation site. 

amino acids 392-4 00 

N-myristoylation sites . 

amino acids 9-15, 50-56, 112-118, 146-152, 173-179, 195-201, 
220-226, 229-235, 280-286, 306-312, 336-342, 397-403 

Myelin PC protein. 

amino acids 153-182 
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FIGURE 51 

CAGGCAGAAGCGAACAAAGACCCAGCAAGAGAAGGCAGAGGCTAAGACCCATCCCGTATCTGC 
TCTCCTGAAATAATTCTGGAGTCarSCCTGAAATGCCAGAGGACATGGAGCAGGAGGAAGTTA 
ACATCCCTAATAGGAGGGTTCTGGTTACTGGTGCCACTGGGCTTCTTGGCAGAGCTGTACACA 
AAGAATTTCAGCAGAATAATTGGCATGCAGTTGGCTGTGGTTTCAGAAGAGCAAGACCAAAAT 
TTGAACAGGTTAATCTGTTGGATTCTAATGCAGTTCATCACATCATTCATGATTTTCAGCCCC 
ATGTTATAGTACATTG-TGCAGCAGAGAGAAGACCAGATGTTGTAGAAAATCAGCCAGATGCTG 
CCTCTCAACTTAATGTGGATGCTTCTGGGAATTTAGCAAAGGAAGCAGCTGCTGTTGGAGCAT 
TTCTCATCTACATTAGCTCAGATTATGTATTTGATGGAACAAATCCACCTTACAGAGAGGAAG 
ACATACCAGCTCCCCTAAATTTGTATGGCAAAACAAAATTAGATGGAGAAAAGGCTGTCCTGG 
AGAACAATCTAGGAGCTGCTGTTTTGAGGATTCCTATTCTGTATGGGGAAGTTGAAAAGCTCG 
AAGAAAGTGCTGTGACTGTTATGTTTGATAAAGTGCAGTTCAGCAACAAGTCAGCAAACATGG 
ATCACTGGCAGCAGAGGTTCCCCACACATGTCAAAGATGTGGCCACTGTGTGCCGGCAGCTAG 
CAGAGAAGAGAATGCTGGATCCATCAATTAAGGGAACCTTTCACTGGTCTGGCAATGAACAGA 
TGACTAAGTATGAAATGGCATGTGCAATTGCAGATGCCTTCAACCTCCCCAGCAGTCACTTAA 
GACCTATTACTGACAGCCCTGTCCTAGGAGCACAACGTCCGAGAAATGCTCAGCTTGACTGCT 
- CCAAATTGGAGACCTTGGGCATTGGCCAACGAACACCATTTCGAATTGGAATCAAAGAATCAC 
TTTGGCCTTTCCTCATTGACAAGAGATGGAGACAAACGGTCTTTCATTAGTTTATTTGTGTTG 
GGTTCTTTTTTTTTTTAAATGAAAAGTATAGTATGTGGCACTTTTTAAAGAACAAAGGAAATA 
GTTTTGTATGAGTACTTTAATTGTGACTCTTAGGATCTTTCAGGTAAATGATGCTCTTGCACT 
AGTGAAATTGTCTAAAGAAACTAAAGGGCAGTCATGCCCTGTTTGCAGTAATTTTTCTTTTTA 
TCATTTTGTTTGTCCTGGCTAAACTTGGAGTTTGAGTATAGTAAATTATGATCCTTAAATATT 
TGAGAGTCAGGATGAAGCAGATCTGCTGTAGACTTTTCAGATGAAATTGTTCATTCTCGTAAC 
CTCCATATTTTCAGGATTTTTGAAGCTGTTGACCTTTTCATGTTGATTATTTTAAATTGTGTG 
AAATAGTATAAAAATCATTGGTGTTCATTATTTGCTTTGCCTGAGCTCAGATCAAAATGTTTG 
AAGAAAGGAACTTTATTTTTGCAAGTTACGTACAGTTTTTATGCTTGAGATATTTCAACATGT 
TATGTATATTGGAACTTCTACAGCTTGATGCCTCCTGCTTTTATAGCAGTTTATGGGGAGCAC 
TTGAAAGAGCGTGTGTACATGTATTTTTTTTCTAGGCAAACATTGAATGCAAACGTGTATTTT 
TTTAATATAAATATATAACTGTCCTTTTCATCCCATGTTGCCGCTAAGTGATATTTCATATGT 
GTGGTTATACTCATi=J^TAATGGGCCTTGTAAGTCTTTTCACCATTCATGAATAATAATAAATA 
TGTACTGCTGGCATGTAATGCTTAGTTTTCTTGTATTTACTTCTTTTTTTAAATGTAAGGACC 
AAACTTCTAAACTAATTGTTCTTTTGTTGCTTTAATTTTTAAAAATTACATTCTTCTGATGTA 
ACATGTGATACATACAAAAGAATATAGTTTAATATGTATTGAAATAAAACACAATAAAATT 
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FIGURE 52 

MPEMPEDMEQEEVNIPNRRVLVTGATGLLGRAVHKEFQQNNWHAVGCGFRRARPKFEQVNLLD 
SNAVHHIIHDFQPHVIVHCAAERRPDVVENQPDAASQLNVDASGNLAKEAAAVGAFLIYISSD 
YVFDGTNPPYREEDIPAPLNLYGKTKLDGEKAVLENNLGAAVLRIPILYGEVEKLEESAVTVM 
FDKVQFSNKSANMDHWQQRFPTHVKDVATVCRQLAEKRMLDPSIKGTFHWSGNEQMTKYEMAC 
AIADAFNLPSSHLRPITDSPVLGAQRPRNAQLDCSKLETLGIGQRTPFRIGIKESLWPFLIDK 
RWRQTVFH 

Signal peplilde: 

amino acids 1-30 

Transmembrane domaxn: 

amino acids 105-127 

N-glycosylation site . 

amino acids 197-201 

N-myrlstoyla'txon slt:e. 

amino acids 303-309 

Shor^-chain dehydrogenases/reduct:ases family proi:e±ns. 

amino acids 18-30 
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FIGURE 53 

TGGGCTCCCTCCAGCACTGCTGTTGCCTGCTGCCTAAGATGGGTGACACTTGGGCCCAGCTTCCCTGGCCTGGGC 
CACCCCACCCAGCAATGCTGCTGATCTCCCTCCTCTTGGCAGCCGGGTTGATGCACTCGGATGCCGGCACCAGCT 
GCCCCGTCCTTTGCACATGCCGTAACCAGGTGGTGGATTGTAGCAGCCAGCGGCTATTCTCCGTGCCCCCAGACC 
TGCCAATGGACACCCGAAACCTCAGCCTGGCCCACAACCGCATCACAGCAGTGCCGCCTGGCTACCTCACATGCT 
ACATGGAGCTCCAGGTGCTGGATTTGCACAACAACTCCTTAATGGAGCTGCCCCGGGGCCTCTTCCTCCATGCCA 
AGCGCTTGGCACACTTGGACCTGAGCTACAACAATTTCAGCCATGTGCCAGCCGACATGTTCCAGGAGGCCCATG 
GGCTAGTCCACATCGACCTGAGCCACAACCCCTGGCTGCGGAGGGTGCATCCCCAGGCCTTTCAGGGCCTCATGC 
AGCTCCGAGACCTGGACCTCAGTTATGGGGGCCTGGCCTTCCTCAGCCTGGAGGCTCTTGAGGGCCTACCGGGGC 
TGGTGACCCTGCAGATCGGTGGCAATCCCTGGGTGTGTGGCTGCACCATGGAACCCCTGCTGAAGTGGCTGCGAA 
ACCGGATCCAGCGCTGTACAGCAGATTCTCAGCTGGCTGAGTGCCGGGGCCCTCCTGAAGTCGAGGGCGCCCCGC 
TCTTCTCACTCACTGAGGAGAGCTTCAAGGCCTGCCACCTGACCCTGACCCTGGATGATTACCTATTCATTGCGT 
TCGTGGGCTTCGTGGTCTCCATTGCTTCTGTGGCCACCAACTTCCTCCTGGGCATCACTGCCAACTGCTGCCACC 
GCTGGAGCAAGGCCAGTGAAGAGGAAGAGATCTGACATGCCTGCCTCTCATCCCTCCATGCTGCTGACCGCCACA 
GCTGCTGGCCACCAGACGCCCTCCCTGATTGCTCACTCTGGTTCCATGGTGACCTGGCTGCCTCAGTCATGGTTC 
AAGCAAGGTGGGGACACTCATTTTGTATGAGCATCTGCTTTGGGCCAGGCGGCACGCTAGG7\ATTGGGAACATCA 
GATGAACTGACTCAGTCCCTGCCCTCAAGGCACTTCCCTCTGGTCAAGGAGAGAGATCCAAAAACTATTCCCTTT 
AAGACTATATGTCAGGACTCTGAGCACGTCATTATGGAGGCCCAGAGGAGGAGCCATCATCTGTATCTAGCAATG 
TCCATGAGAATTATAAGATTAGAGTGATTTGTGAACTGGGTCATCAGGAAATATCTACTTTGTCAGGTAGGCAAA 
GAAGGGTGTCTGCACATGGCAGAGGCCAGAATATGCATAGTGTGCTGTGTTGAGAAGAGTGAACAGTTCCTGGTC 
ACTTACTTGTATAGAGGGGGTGTGGCACAGAACTCAAACCTACCCCTCACCTCCTGACACCAAAACTGTCAGCTC 
TCAGCAATGCCAGCCACTGCCTACAGGGAGTAAGAACACCTCTATGACAGCCCCTGGCCTCCTTCCACCAGCAGC 
TACCAGGTGAGACCACCTCCCAGTGACTGCCCCCATATGACCAAATGTCACCAGTTGGTGAGGTCCCAGGCAGCA 
GGCTGAGGATGGACACTTTCAATGCCCTTGCTCCTGCCTCTCACTCAAGTTTTGCTTCAGAAGAGAGAGGCAGGA 
GGCCCAGCAACTGGGGCAGCAAGAGTCCTGGCACCTTGGGATCCTAATCATGTGACTGTTCTTGCCACAGTGCTC 
ATGCCACAGGGTCTCACCAGGAAAGTGCACTGTGGGCCACAGACCCACAGCCTGGCAGCACCCAGAGCTAAAAGG 
GGACAAAGGCAGCACAGTTATGACCATATGAGGCTTTGCATTTTCTTCTAAGCAACTTACCCACGTTAAGCATGA 
GGGTGAGAGAGCTATTAAATACTAAGCCCTTGCCAGTGTCAGGTACTTTGATUy^GCTCTCTGCACAAACCATTCC 
CTTTGACACACACACACACAAATCTTTTGAGGTGAACGCTGTTGTTCCCATTTTACGGATGAGGCAACTAAGGCT 
CAGAGAGGTTAAAGTCACATGCCACTATGAGCAAGATAAAGTCTGTGCTCTTTCTACTGCCCCATCCAAGTTGGG 
GAACATCACCATTCCCTCTAGAGTTATATAAATTCAAATTCAACTAGAGCTGACAAAGTTCCTCATAAGGTCCAG 
GCACTCCTCTGGGCACTTTTATATCTATTGACTCACTTCTTTCAATTCTCACAGCAACACTGCCTGGTGGTTTTT 
ATTATCCCCATTTGACAGATGAATTAATCGTAGAGAGTTGAGTGACTTACCCAAGGTTGTCTGGATAAGCCCTAG 
AAGGAAGGCGGTAGGCAGCTCCATTCAGGGAT^CTGCATCTAATCAGTCAGTCAAAAATCAAGTAACTTTACGAG 
CAAAGCACAATTATCATCATCGTGGTCTTCTTCATCAGTTTCGTCAGCAGCATCATTATCTTCCCTCTATTTGTT 
CAGCACCGGATAGTTCATGAGTATTTTTGCATCATTCTCCTTGACTTTTCACATCCCTGTGCAGGAGGTAAATCA 
AACATCAGTAATCCTGTTTTACAGATGGGGAAAAAAGTCTCAAGGTTGGATATGACTTGCTATGTGGCAAGGTTG 
GGGCTCAACCCTAACACAGTTCTCTTTCCAGTGCTTTCTCAAGTGCTTGGGGAAGAGAATGCCTCAGAAGGCTGG 
GTAGTGGGGCCCTGGAATTCAGCATCCATGAATGTGCTAGTGGATAAGCTAAATAGAAGGCAGCCAAACCCATCT 
GCTGTACAGATTGAACTATGCTCACGGTAGGGCAAATTGCAGGCTCTGAAACAGAGACTACACAGGTAACACCTG 
AATAGGAGACTCCTGCTTTACAATGTGTAGATAAAACATCAGCAATGGTGGCCATGGTGGCAGTCATGTGAAAAG 
TAAGATCTTTGGGAATCAAGAAAGGAAGCTGTGTTAACCACTCCTGCTCAAGCCCTGCTGCGTGTGTTGCAAGAG 
ATACTAAGAGAGCAAGAAAGCTATAGGTGAGAACCTCTGCAGTTTAGGAGAAGAACATCAAGGCACAGTCCAACA 
TGCTGATAAGTCTGGCCAGGAGGAGAATTAAAACAGGGGCTTTCCACACCTCCCTTGCCCCAAGCTCCAGCGGTA 
TTCTATCAGCCCATCCTCCTGGAAAGCCTGAAAGGAATGAAGGAGGCTAATAAGTCATCTTCCAGGAAGGCATCC 
CTCACTCGTGCTTCCCTGAGCTAGTCAACCAAAAGAGTCTTCAGAAACTTTGCTAGACCTGAAGTACTTGAACCT 
GTGTCCCCTGAATCTTTCTTACAACATCTGGGACAAATCCCTGGTCCTGTGACATCCGAAGCAGAACTGTGCCCT 
GCTCTCTCCTTCTGTGATGACCAAGGATGGTGAACTCAAGTTGTTCTCTACAAGCCAGGCCAGCAACCTAAATAC 
TTGGAGAGGAACTTTTAGAAACTATAATCCTGACAAAATAGAAAAGTTTCCCATAGGGGCATACCATAATACTAT 
AATAACCTCCCAGGAACTATTGTTTGCCAAAATGTAGTTAATATATTTTAAGATATATGCTTTTTTGCATAGGAC 
TAGAACCAGAAAAGACACCAAATGCCCCCTTGACATCAATGTCCTTTCTAGTGGGACAATTTGGTCTCCATTAAT 
GCCAAACCTTTCTGAACAGGATACATGGCTTTTAAAGGACAGATGTTTCTCCTGCTGCTAGAAGTTCCTCAGTTT 
ACTAGAGCACAATGAGGAAAGTATTCAACCTCCCTACTGCCAAGGAATTCCCTGCTTCTCCCCCACCGCCATCAT 
CTTGTCCAAGCTATCAGAAGCAACCTTCTAGAGATAATCTAACAATCCTGATTAGAATTGCTCCCATATCCCTGG 
TGACCACAGGCTTCATTCAAATTGTCCAAACTGGTTAACATGTATGTGATGGGGTATCTCTGCATCTGTATGTCT 
GTCTGCGAGGTTCCTTGTATATTGGCTGTCCGCTGACTTGGGACAGATCTCTCTAGAACTTGGGTTCAGTTCTCT 
GACATAGTCCACTCAGCCATAGGCTGAGTGGCTT^AATATGCATAAATAAGCATGCCTAAATAGGCATATATAGGT 
TGGTGCAAAAGTAATTGCGGTTTTTGCCATTAAAAATGATGGCAAAAATCCCAATTACTTTTGCGTCAATCTAAT 
ATTACATTGCTTGATAGATTAAGATGGAATCCCACCAGGTTTAGGGTAGGACTGGATGCTCAAAAAAAAT^TU^AAA 
AAAAAAAAAT^AAAAAAAAAAAA 
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FIGURE 54 

MLLISLLLAAGLMHSDAGTSCPVLCTCRNQVVDCSSQRLFSVPPDLPMDTRNLSLAHNRITAV 
PPGYLTCYMELQVLDLHNNSLMELPRGLFLHAKRLAHLDLSYNNFSHVPADMFQEAHGLVHID 
LSHNPWLRRVHPQAFQGLMQLRDLDLSYGGLAFLSLEALEGLPGLVTLQIGGNPWVCGCTMEP 
LLKWLRNRIQRCTADSQLAECRGPPEVEGAPLFSLTEESFKACHLTLTLDDYLFIAFVGFVVS 
lASVATNFLLGITANCCHRWSKASEEEEI 

Important feat:ures o£ ^he prot:eln: 
Sxgnal pep-tlde: 

amino acids 1-17 

Transmembrane domain: 

amino acids 241-260 

N-glycosyla'blon slt:es . 

amino acids 52-55^ 81-84^ 107-110 

Tyrosine kinase phosphorylat:ion site. 

amino acids 148-154 

N-myristoyla'bion sites. 

amino acids 11-15, 263-268 

Prokaryotic membrane lipoprotein lipid at:techment: site. 

amino acids 175-185 

Leucine zipper paiitern. 

amino acids 77-98 
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FIGURE 55 

GGCTGCGCCCAGGCCGGCGGGCCCAGCAGCTGCGAACCGCCGGCGCACCACCTGTTTCCGCGC 
CCGGGGACTTCCCCGGCGGGGCTCAGAAGTGTGGGGTCGGTCGCTTGGCTTCCCCTGGCGTCA 
GCGACCCAGGGTAACCTCCTCCACTGCTGCGTGCCGTGCAGGCCTGCCTGTGTGAGAGCCACG 
TGTGCCGCGCTCTGGGCACAGCCTTGGAAAGTCAGGACCGCGACGGCAGCAGAGCAGAAACCT 
TACAGAAACATGAAGCCCTCAACCATCTGCTACTCAGTTATTCGGGGCTGACGGCGGCTTCTA 
GAACATCCAGGTGTTCTGCAGATGCGAGAACTCATCCTGTAGTCACCAGATGGAGTCCCAAAC 
AGCCTU^GCAGATGTAAGGCCTGTGCTGTGGCTCTGAGGCCCTGAATACAGAAGGGTCACTTTC 
TTAGTGGCCAAAGAGCAGTTGTTGACATTGATGTCTAATTATTGAACACGACCAGTCATTTTA 
CTGAGCTGCAGTGAGGAAACACTGACCATAGAAGATCAAGCCAAATGAGGGATTGCAAATTTC 
CTGATTCTTTTGAATTAGGATTCCAGATGGGGGCCTCATTTCTACAGCCCCCAACATTCCTAT 
AGCCGTTATCACTGCCATCACCACTGCCACCAGCATCTTCTTGCAGATTCCACCCCTGCTCCC 
CAGAGACTTCCTGCTTTGAAAGTGAGCAGAAAGG7y\GCTCTCAGA7\AAATCTCTAGTGGTGGC 
TGCCGTCGCTCCAGACAATCGGAATCCTGCCTTCACCACCATGGGCTGGCTTTTTCTAAAGGT 
TTTGTTGGCGGGAGTGAGTTTCTCAGGATTTCTTTATCCTCTTGTGGATTTTTGCATCAGTGG 
GAAAACAAGAGGACAGAAGCCAAACTTTGTGATTATTTTGGCCGATGACATGGGGTGGGGTGA 
CCTGGGAGCAAACTGGGCAGAAACAAAGGACACTGCCAACCTTGATAAGATGGCTTCGGAGGG 
AATGAGGTTTGTGGATTTCCATGCAGCTGCCTCCACCTGCTCACCCTCCCGGGCTTCCTTGCT 
CACCGGCCGGCTTGGCCTTCGCAATGGAGTCACACGCAACTTTGCAGTCACTTCTGTGGGAGG 
CCTTCCGCTCAACGAGACCACCTTGGCAGAGGTGCTGCAGCAGGCGGGTTACGTCACTGGGAT 
AATAGGCAAATGGCATCTTGGACACCACGGCTCTTATCACCCCAACTTCCGTGGTTTTGATTA 
CTACTTTGGAATCCCATATAGCCATGATATGGGCTGTACTGATACTCCAGGCTACAACCACCC 
TCCTTGTCCAGCGTGTCCACAGGGTGATGGACCATCAAGGAACCTTCAAAGAGACTGTTACAC 
TGACGTGGCCCTCCCTCTTTATGAAAACCTCTVACATTGTGGAGCAGCCGGTGAACTTGAGCAG 
CCTTGCCCAGAAGTATGCTGAGAAAGCAACCCAGTTCATCCAGCGTGCAAGCACCAGCGGGAG 
GCCCTTCCTGCTCTATGTGGCTCTGGCCCACATGCACGTGCCCTTACCTGTGACTCAGCTACC 
AGCAGCGCCACGGGGCAGAAGCCTGTATGGTGCAGGGCTCTGGGAGATGGACAGTCTGGTGGG 
CCAGATCAAGGACAAAGTTGACCACACAGTGAAGGAAAACACATTCCTCTGGTTTACAGGAGA 
CAATGGCCCGTGGGCTCAGAAGTGTGAGCTAGCGGGCAGTGTGGGTCCCTTCACTGGATTTTG 
GCAT^CTCGTCAAGGGGGAAGTCCAGCCAAGCAGACGACCTGGGAAGGAGGGCACCGGGTCCC 
AGCACTGGCTTACTGGCCTGGCAGAGTTCCAGTTAATGTCACCAGCACTGCCTTGTTAAGCGT 
GCTGGACATTTTTCCAACTGTGGTAGCCCTGGCCCAGGCCAGCTTACCTCAAGGACGGCGCTT 
TGATGGTGTGGACGTCTCCGAGGTGCTCTTTGGCCGGTCACAGCCTGGGCACAGGGTGCTGTT 
CCACCCCAACAGCGGGGCAGCTGGAGAGTTTGGAGCCCTGCAGACTGTCCGCCTGGAGCGTTA 
CAAGGCCTTCTACATTACCGGTGGAGCCAGGGCGTGTGATGGGAGCATGGTGCCTGAGCTGCA 
GCATAAGTTTCCTCTGATTTTCAACCTGGAAGACGATACCGCAGAAGCTGTGCCCCTAGAAAG 
AGGTGGTGCGGAGTACCAGGCTGTGCTGCCCGAGGTCAGAAAGGTTCTTGCAGACGTCCTCCA 
AGACATTGCCAACGACAACATCTCCAGCGCAGATTACACTCAGGACCCTTCAGTAACTCCCTG 
CTGTAATCCCTACCAAATTGCCTGCCGCTGTCAAGCCGCATAACAGACCAATTTTTATTCCAC 
GAGGAGGAGTACCTGGAAATTAGGCAAGTTTGCTTCCAAATTTCATTTTTACCCTCTTTACAA 
ACACACGCTTTAGTTTAGTCTTGGAGTTTAGTTTTGGAGTTAGCCTTGCATATCCCTTCTGTA 
TCCTGTCCCCCCTCCACGCCGACCCGAGAGCAGCTGAGCTGCGCTGGCTCTGGGCAGGGAGTG 
TGCCTTAATGGGAAGCACACGGGCTTTGGAGTCAGGCACAGGTGCCAGCTCCAGCTTTTGAAC 
TTGGGCAATTGTTT7\ACCTAACCTGCAAGTTGATTTTGAGGGTTAAATAAAGGCATACATGAA 
AATGCCTGGCAACTTTAAAAAAAAAAAA 
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FIGURE 56 

MGWLFLKVLLAGVS FSGFLY PLVDFC I SGKTRGQKPN FVI I LADDMGWGDLGANWAETKDTAN 
LDKMASEGMRFVDFHAAASTCSPSRASLLTGRLGLRNGVTRNFAVTSVGGLPLNETTLAEVLQ 
QAGYVTGIIGKWHLGHHGSYHPNFRGFDYYFGIPYSHDMGCTDTPGYNHPPCPACPQGDGPSR 
NLQRDCYTDVALPLYENLNIVEQPVNLSSLAQKYAEKATQFIQRASTSGRPFLLYVALAHMHV 
PLPVTQLPAAPRGRSLYGAGLWEMDSLVGQIKDKVDHTVKENTFLWFTGDNGPWAQKCELAGS 
VGPFTGFWQTRQGGSPAKQTTWEGGHRVPALAYWPGRVPVNVTSTALLSVLDIFPTVVALAQA 
SLPQGRRFDGVDVSEVLFGRSQPGHRVLFHPNSGAAGEFGALQTVRLERYKAFYITGGARACD 
GSMVPELQHKFPLIFNLEDDTAEAVPLERGGAEYQAVLPEVRKVLADVLQDIANDNISSADYT 
QDPSVTPCCNPYQIACRCQAA 

Impor'tan't £eat:ures of 'the pro'tein: 
Sxgnal peptide: 

amino acids 1-16 

Transmembrane doxaaxn: 

amino acids 353-373 

N-glycosylation sites ♦ 

amino acids 117-120, 215-218, 356-359, 397-500 
N-myristoylation sites . 

amino acids 12-17, 33-38, 52-57, 97-102, 101-106, 113-118, 158- 
163, 328-333, 388-393, 418-423, 435-440, 436-441 

Amidation site. 

amino acids 382-385 

Sulf atases signature 2 . 

amino acids 129-138 
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FIGURE 57 

TGGACAAGACACCTCCAGGAGCCCAGCTCACAGCCACCGGTACCTTCTTCCAGGACAAGCTGG 
GGGCCTCCATGGGCGCCTGAGGGCCAGGCGCCAGGGCCGTGGGCACGAGTATGGTGAGACACC 
AGCCCCTGCAGTACTACGAGCCACAGCTGTGCCTCTCCTGCCTCACGGGCATCTACGGCTGCC 
GTTGGAAGCGCTACCAGCGCTCCCATGATGATACCACACCGGGCACAGCGCCATTCCTGCATG 
TGGGGGCTGTGGCAGCAGTCACCATGCTCTCCTGGATCGTGGCAGGACAGTTCGCCCGTGCAG 
AGCGGACCTCCTCCCAGGTGACCATTCTCTGTACCTTCTTCACCGTGGTGTTTGCCCTCTACC 
TGGCCCCTCTCACCATCTCCTCTCCCTGCATCATGGAGAAGA7\AGACCTCGGCCCCAAGCCTG 
CTCTCATTGGCCACCGCGGGGCCCCCATGCTGGCTCCAGAGCACACGCTCATGTCCTTCCGGA 
AGGCCCTCGAGCAGAAGCTGTACGGGCTCCAGGCTGACATTACCATCAGCCTGGACGGCGTGC 
CCTTCCTCATGCATGACACCACCCTGCGGCGCACCACCAACGTGGAGGAGGAGTTCCCGGAGC 
TGGCCCGCAGGCCTGCCTCCATGCTTAACTGGACCACCCTGCAGAGACTCAACGCTGGCCAGT 
GGTTCCTGAAGACTGACCCCTTCTGGACAGCCAGCTCCCTGTCACCCTCCGACCACAGAGAGG 
CCCAGAACCAGTCCATCTGCAGCCTGGCAGAGCTCCTGGAGCTGGCCAAGGGCAATGCCACAC 
TGCTGCTCAACCTGCGTGACCCGCCCCGGGAGCACCCCTACCGCAGCAGTTTTATCAACGTGA 
CTCTGGAGGCCGTGCTGCACTCCGGCTTCCCCCAGCACCAGGTCATGTGGCTGCCTAGCAGGC 
AGAGGCCCCTGGTGCGGAAGGTGGCTCCCGGCTTCCAACAGACATCAGGCTCCAAGGAGGCAG 
TCGCCAGCCTGCGGAGAGGCCACATCCAGCGGCTGAACCTGCGCTACACTCAGGTGTCCCGCC 
AGGAGCTCAGGGACTACGCGTCCTGGAACCTGAGTGTGAACCTCTACACAGTCAACGCACCGT 
GGCTCTTCTCCCTGCTGTGGTGTGCGGGGGTCCCATCCGTCACCTCTGACAACTCCCACACCC 
TGTCCCAGGTGCCTTCCCCCCTCTGGATCATGCCCCCGGACGAGTACTGTCTCATGTGGGTCA 
CTGCCGACCTGGTCTCCTTCACCCTCATCGTGGGCATCTTCGTGCTCCAGAAGTGGCGCCTGG 
GTGGCATACGGAGCTACAACCCTGAGCAGATCATGCTGAGTGCTGCGGTGCGCCGGACCAGCC 
GGGACGTCAGCATCATGAAGGAGAAGCTTATTTTCTCAGAGATCAGCGATGGTGTAGAGGTCT 
CCGATGTGCTCTCCGTATGTTCAGACAACAGTTATGACACATATGCCAACAGCACCGCCACCC 
CTGTGGGCCCCCGAGGGGGTGGCAGCCACACCAAGACCCTCATAGAGCGGAGTGGGCGTTAGC 
TGAAGACATGTCTGTCCCACCTGTACCTGACACAGAAGCTGGGGAGCCTAGGAGAGCTGGTGG 
AAGTGTGTCTGAACTCGGAGTGCTCTGGGAGCGGGCTCCACAGCCTCCTTGTGGGCTCCAGCC 
CCTTGTCAGCCGCAGCCTCTCTTGAGGGGGACTCCCTGTCTCCTGAGGCCCAGCTGGGCCAGG 
ACTCCATCCTTTCAGATGCCCCTGCAGGCCTGGGGCTCCTTCTGGGAAGTATGGGGCCTAGGG 
CTTGGTCCCCCTCTTCTGAGGCCCTCTCCTGTATCCCGACCTGGTy^GCTTTGATGGGTCATGG 
GCCATGCCATACCCCCTGTGGCAATGGAGTGTGTGGATGCTCACCTGTGCCATCTGTCCTCCT 
GTCTGTGCCAGGAGGCACCTGAGTTCTCTGCTGTTATCCTGCCCCAAGGGCCTGGGCCGAGCC 
TCTACCTGAAGCAACTCTGCTCTTCCTGTCAGTCTCAAAGCACAAGGAGGTTCAGCCCAGGAG 
GAAGCCAGCTGCAATGTGGAGACACGTCCTCCTCCCCAACCCACCTCATGCCACCGCCAACCC 
CCTGCCCCAGGAGCGGGCCTGAGCCACGTCCCCTAGGAGCAGCTGGAGATGGCCA7yy\GAGTG 
AGCTCAGGACTACTGGATCCCATGCCCAGGTGTCCAGCAGACCTCAAGGCAGAAGGGTCACCT 
AACCCAGGAGTCCACAGACTGATGTGACCTCAGGTTCCCACATCAGTGGCCACAGGGCAGGGC 
CCACCTGGTAGAAGTGTTCTGGATATGGCCAGGGTGGGTGTGTGGCTAAGTGGGCCTGAACAG 
AGGGAACCTAGGGCCCTTGGCCAATGTGATTAAAGCTGCCATCTTGAAA 
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FIGURE 58 

MVRHQPLQYYEPQLCLSCLTGIYGCRWKRYQRSHDDTTPGTAPFLHVGAVAAVTMLSWIVAGQ 
FARAERTSSQVTILCTFFTVVFALYLAPLTISSPCIMEKKDLGPKPALIGHRGAPMLAPEHTL 
MSFRKALEQKLYGLQADITISLDGVPFLMHDTTLRRTTNVEEEFPELARRPASMLNWTTLQRL 
NAGQWFLKTDPFWTASSLSPSDHREAQNQSICSLAELLELAKGNATLLLNLRDPPREHPYRSS 
FINVTLEAVLHSGFPQHQVMWLPSRQRPLVRKVAPGFQQTSGSKEAVASLRRGHIQRLNLRYT 
QVSRQELRDYASWNLSVNLYTVNAPWLFSLLWCAGVPSVTSDNSHTLSQVPSPLWIMPPDEYC 
LMWVTADLVSFTLIVGIFVLQKWRLGGIRSYNPEQIMLSAAVRRTSRDVSIMKEKLIFSEISD 
GVEVSDVLSVCSDNSYDTYANSTATPVGPRGGGSHTKTLIERSGR 

Impor-tan^ features of t;he protein: 
Signal peptide: 

amino acids 1-24 

Transmembrane domains : 

amino acids 47-61, 77-93, 335-350, 380-399 
N-glycosylatlon sites. 

amino acids 182-186, 217-221, 233-237, 255-259, 329-333, 462-466 

Tyrosine kinase phosphorylation site. 

amino acids 130-139 

N-n^rlstoylatlon sites. 

amino acids 21-27, 48-54, 294-300, 404-410, 442-448, 473-479 
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FIGURE 59 

CCTGAGCAAACACAGCAGCCCGAGTGTTCCCAAGGCCAAAATGCTGAGAACGTCCACTCCTAA 
TCTGTGTGGTGGTCTGCATTGCCGGGCCCCCTGGCTCTCTTCTGGCATTCTCTGCCTCTGCCT 
CATATTCTTGTTAGGCCAGGTGGGCTTGCTGCAGGGACACCCCCAGTGCCTGGATTACGGGCC 
CCCTTTCCAGCCCCCTCTGCACCTTGAGTTTTGCTCTGACTATGAGTCCTTCGGCTGCTGTGA 
TCAGCACAAGGACCGCCGCATCGCTGCCCGGTACTGGGACATCATGGAATATTTTGATCTGAA 
GAGACATGAGCTGTGTGGAGATTACATTAAAGACATCCTTTGCCAGGAGTGCTCGCCCTACGC 
AGCCCACCTCTACGACGCCGAAAACACCCAGACGCCTCTCCGGAATCTCCCGGGCCTCTGCTC 
TGATTACTGCTCTGCCTTCCATTCTAACTGTCACTCAGCCATTTCCCTGCTGACCAATGACCG 
CGGCCTCCAGGAGTCTCATGGAAGGGACGGTACCCGCTTCTGCCACCTCCTGGACCTTCCTGA 
CAAGGACTATTGCTTCCCTAATGTCCTGAGGAACGACTATCTCAACCGCCACCTGGGCATGGT 
GGCCCAAGATCCTCAGGGCTGCCTGCAGCTCTGCCTGAGCGAGGTGGCCAACGGGCTGAGGAA 
CCCCGTCTCCATGGTCCATGCTGGGGACGGCACCCATCGCTTCTTTGTTGCCGAGCAGGTAGG 
AGTGGTGTGGGTCTACCTCCCTGATGGGAGTCGCCTGGAGCAACCCTTCCTGGACCTCAAGAA 
CATCGTGTTGACCACCCCATGGATCGGGGATGAGAGAGGCTTCTTGGGGTTGGCTTTTCACCC 
CAAATTCCGCCACAATCGCAAGTTCTATATTTATTATTCGTGCCTGGACAAGAAG7\AGGTAGA 
AAAGATCCGAATTAGTGAGATGAAGGTTTCTCGGGCTGATCCTAACAAAGCTGACCTGAAATC 
AGAGAGGGTCATCTTGGAGATTGAAGAACCAGCCTCAAACCATAATGGCGGACAACTTCTTTT 
TGGCCTGGATGGCTATATGTACATATTCACTGGGGACGGGGGACAGGCTGGAGATCCCTTTGG 
CCTGTTTGGAAATGCTCAGAACAA7U\GTTCCCTGCTGGGAAAAGTTTTAAGGATCGATGTGAA 
CAGGGCAGGCTCACATGGCAAGCGGTACCGAGTCCCCTCGGACAATCCATTTGTTTCTGAGCC 
AGGGGCCCACCCCGCCATCTATGCCTATGGGATCAGGAACATGTGGCGTTGTGCTGTGGACCG 
AGGGGACCCCATCACGCGCCAGGGCCGAGGCCGGATATTCTGTGGGGACGTGGGCCAGAACAG 
GTTTG7U\GAGGTTGACCTCATTTTGAAAGGTGGAAACTATGGCTGGAGAGCAAAGGAAGGGTT 
TGCATGTTATGACAAAAAACTTTGTCACAATGCCTCTTTGGATGATGTTCTGCCAATCTATGC 
TTATGGCCATGCAGTGGGGAAGTCAGTCACTGGAGGTTATGTCTATCGTGGTTGTGAATCCCC 
AAATCTCAATGGCCTGTATATCTTTGGAGACTTCATGAGTGGTCGACTTATGGCTTTGCAGGA 
AGATAGAAAAAACAAGAAATGGAAGAAGCAGGATCTTTGCCTGGGCAGCACCACGTCCTGTGC 
CTTCCCAGGGCTGATCAGCACCCATAGCAAGTTCATCATCTCCTTTGCTGAAGATGAAGCAGG 
GGAGCTGTATTTCCTGGCGACCTCTTACCCAAGTGCCTATGCACCACGTGGATCTATTTACAA 
GTTTGTTGACCCCTCAAGGCGAGCACCCCCAGGC/^GTGCAAATACAAGCCAGTGCCCGTGAG 
AACCAAGAGTAAGCGGATCCCGTTCAGACCACTCGCCTVAGACAGTCTTGGACTTGCTAAAGGA 
ACAATCAGAGAAAGCTGCTAGAAAATCTTCCAGTGCAACCTTAGCTTCTGGCCCAGCCCAGGG 
TTTGTCTGAGAAAGGCTCCTCCAAGAAGCTGGCTTCTCCTACAAGCAGCAAGAATACATTGCG 
AGGGCCTGGTACAAAGAAGAAAGCCAGAGTGGGGCCCCACGTCCGCCAGGGCAAGAGGAGGAA 
GAGCCTGAAAAGCCACAGTGGCAGGATGAGGCCATCAGCAGAGCAGAAGCGAGCTGGCAG7VAG 
TCTCCCT TGA CCTATTGGTCAAGGTGGCCGACAGGGTGACGTGAGAGAGGAGAGCCACCTCAT 
CAAATGAAAGTCACTGCTGAATAAAGACCTTAGAAGTCTGGGAAGCCAGGGTAGAGGTGGGGC 
AGGGCGGTTTTCCTCTCCCTGGGAAATCTTGCTGTCTACTGAAT7SAATAAATGCACCTTCTCT 
GTATGCAGTGCTTCTGTGGGAGACCATATCCCAGATTGCTGGTGCACCTGGGTTATGGTAAGC 
ACTAGTCCATGAGCCTGCTTGGAATCACACTGGATGTCTCCGTTTTGTCTTGTAAATGCCTAC 
AACCTGAGGTAATAAATCAACATTTGCTCA 
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FIGURE 60 

MLRTSTPNLCGGLHCRAPWLSSGILCLCLIFLLGQVGLLQGHPQCLDYGPPFQPPLHLEFCSD 
YESFGCCDQHKDRRIAARYWDIMEYFDLKRHELCGDYIKDILCQECSPYAAHLYDAENTQTPL 
RNLPGLCSDYCSAFHSNCHSAISLLTNDRGLQESHGRDGTRFCHLLDLPDKDYCFPNVLRNDY 
LNRHLGMVAQDPQGCLQLCLSEVANGLRNPVSMVHAGDGTHRFFVAEQVGVVWVYLPDGSRLE 
QPFLDLKNIVLTTPWIGDERGFLGLAFHPKFRHNRKFYIYYSCLDKKKVEKIRISEMKVSRAD 
PNKADLKSERVILEIEEPASNHNGGQLLFGLDGYMYIFTGDGGQAGDPFGLFGNAQNKSSLLG 
KVLRIDVNRAGSHGKRYRVPSDNPFVSEPGAHPAIYAYGIRNMWRCAVDRGDPITRQGRGRIF 
CGDVGQNRFEEVDLILKGGNYGWRAKEGFACYDKKLCHNASLDDVLPIYAYGHAVGKSVTGGY 
VYRGCESPNLNGLYIFGDFMSGRLMALQEDRKNKKWKKQDLCLGSTTSCAFPGLISTHSKFII 
SFAEDEAGELYFLATSYPSAYAPRGSIYKFVDPSRRAPPGKCKYKPVPVRTKSKRIPFRPLAK 
TVLDLLKEQSEKAARKSSSATLASGPAQGLSEKGSSKKLASPTSSKNTLRGPGTKKKARVGPH 
VRQGKRRKSLKSHSGRMRPSAEQKRAGRSLP 

Imporlian-b £eat:ures of 1:lie proi:ein: 

Signal pep'txde: 

amino acids 1-41 

Transmembrane domain: 

amino acids 17-36 

N-glycosylai:lon sx-bes. 

amino acids 372-376, 480-484 

cAMP- and cGMP-dependent: protein kinase phosphorylation site. 

amino acids 645-649, 699-703 
Tyrosine kinase phosphorylation site, 
amino acids 81-89 
N-myristoylation sites . 

amino acids 11-17, 37-43, 156-162, 165-171, 357-363, 365-371, 

368-374, 408-414, 459-465, 548-554, 557-563 

Amidation sites . 

amino acids 391-395, 696-700 

Cell attachment sequence. 

amino acids 428-431 

Leucine zipper pattern. 

amino acids 25-47 
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FIGURE 61 

CTCCATTAAACCACCACCAGCTCCCCAAGCCACCCCTTCAGCCATGAAGTTCCTGCTCCTGGT 

CTTGGCAGCCCTCGGATTCCTGACCCAGGTGATCCCAGCCAGTGCAGGTGGGTCAAAATGTGT 

GAGTAACACCCCAGGATACTGCAGGACATGTTGCCACTGGGGGGAGACAGCATTGTTCATGTG 

CAACGCTTCCAGAAAATGCTGCATCAGCTACTCCTTCCTGCCGAAGCCTGACCTACCACAGCT 

CATCGGTAACCACTGGCAATCAAGGAGAAGAAACACACA7\AGGAAAGACAAGAAGCAACAAAC 

GACCGTAACATCATAATAACCACTGCTATCGCCTCCACCAACTCAGAGAAATATCATTTCCAC 

AGTTCCAATTCCTCCTACATTGCTGAGTACTAGCCAAGGCTCCTCTTTATGGGGCAGATATCT 

ATAGCCAACCCCAJLAACTTCTGTCTTCTATCATTCTGTCATTCATCTAGT^ 

TTTGTATCTATCTTACGAGAACAATCATCATGCAGATTCGTCCACAGGGGATCTGTCAGTTTG 

GGTCCTCCAAATGAAAAATGTCAAGACAGAATTGGACATGCAAAAGATTGACTGGGAG^ACAC 

ACCTCTGATGGACAAAGGTGAGACAGAGCAGCCACAGGCAGGGAGAGCCTTCAGACTGCAACG 

CTGGCCTGATACGTGTCAAAGGAGAGAGGGATAGAGGAGGATTGAATAGTiLAGGAGACTAAGAC 

TGCAGCTCTAAGAAAGTCTCAGCCAAACAGATGGGGAGGCCCAAAGCAAGGCTTGCCCCTCAG 

AGGAGCTCACGCAGGGCAGGAATAGCCAGGTTCTCATATCCCAGGGGTTCAGACTTGGCTGAG 

AACAGCCCCTGGAGAACATGGGGTGACTGCTACCATAGGTCTGGAAGTATGAGGCTGTCCACC 

AACTATCCCCTTGAAGCAAGTTCTCTTGAAAGGATU^TCTAAACAGTGCACCCCCATGGCTGCC 

ACGGAGTATAAGGAGGGAGAGAAAGGAGCTGAAAGTCTAGGTTTGGCCAGCTAGGTAGACTGA 

CTTGTGAGGTATTTATTTATTCATTTGAGTAACAAAGCAGACAGAATACATAGCCACCATTGG 

TAGTACACCCCAAAAGCAAGGATGGCATGATGCTGGTGACTCAAACGTGCCTACTCATGGTGT 

CAAATTGGCATAATCCTCTTGGGAAGCTGTGTGGAAATAAGCACAGAGAAGCAGAACTCTAAT 

TGCTTAATCCACTAAACATTACTTCTGGGAATTGGCTCATCATAAATTATCCAAGAGAAAGCA 

CAAAGTTATGGGCACAAAGGTTTTCCATATAATATTATTTAAAATGCTGAGAAAATGAAAAAA 

TCTAAATGGTGAAATATATACTAATGCCATCTATAAATACAAACAAATAGAATGTTTATAGAA 

TAATGGAACATAATAACATTATTCAAAATTGCATTTATGCTATAGTTGTC/yVAATTGTCTCCT 

TATATGATACAAAACTCATGAAAATTATGACTTTTTTGTTTGGTTGGAAAGCAGAATTATGCA 

TAAATTTCCTCTTACAGTTCGATGCCCATTAGTTTTATATAACATTTATTTGACACGTACTGA 

CTTCTATCTGAGTUJ^GAACAAACCAAAACACTCAGGCCTAAATAATTAAAAACGGTCCTAAAAA 

CTAGCAAACCAGATAAGAAAAGATGTTAATGCCCATTCCCTAACTTATGTCTTAGACCAAAAT 

TAATTCTAGATGGTTTTAAAATGACAGTGTAA7y\GT7\AAGTATTAAAAGATTGTGTGGTCAAA 

TATTCAATTTAAGAGCAAGGAAATTCTTATAAATATAACAATAGAGGCAGAACTCATGTAAGA 

ATAAATTGATTAGGTGGTATTAAATATTAAGTTCTTATGTATGTCAAAAGATATCATTTTGAA 

ATTCATCCATCTTATTGGGTATTGCAGGAGTTCATTCCTTTTTGTTTATAAATACTCTTCCGT 

CATATGAATAGTATTCATTTGTATACTGGTTTGTTGATGGACATTTGGGTTGTTCCCAGTTTA 

TGGCTATTACAAATAAAGCTTCTATGAACATTTATGTACA 
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FIGURE 62 

MKFLLLVLAALGFLTQVIPASAGGSKCVSNTPGYCRTCCHWGETALFMCNASRKCCISYSFLP 
KPDLPQLIGNHWQSRRRNTQRKDKKQQTTVTS 

Inqporten^ featiures of "the prot:eln: 
Signal pep'tide: 

amino acids 1-16-- 

Tram smembr ane doxoaxn: 

amino acids 1-22 

N-glycosylation sl-te . 

amino acids 50-53 

cAMP- and cGMP-dependent: protein kinase phosphoryla'blon slt:e. 

amino acids 7 9-82 

N-myrlstoylatlon slt:e. 

amino acids 23-28 
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FIGURE 63 

GCGGAGCGCCTGGGAGAGGAGAAGGAGCCGACCTGCCGAGATGGAGGCGACCGGCACCTGGGC 
GCTGCTGCTGGCGCTGGCGCTGCTCCTGCTGCTGACGCTGGCGCTGTCCGGGACCAGGGCCCG 
AGGCCACCTGCCCCCCGGGCCCACGCCGCTACCACTGCTGGGAAACCTCCTGCAGCTACGGCC 
CGGGGCGCTGTATTCAGGGCTCATGCGGCTGAGTAAGAAGTACGGACCGGTGTTCACCATCTA 
CCTGGGACCCTGGCGGCCTGTGGTGGTCCTGGTTGGGCAGGAGGCTGTGCGGGAGGCCCTGGG 
AGGTCAGGCTGAGGAGTTCAGCGGCCGGGGAACCGTAGCGATGCTGGAAGGGACTTTTGATGG 
CCATGGGGTTTTCTTCTCCAACGGGGAGCGGTGGAGGCAGCTGAGGAAGTTTACCATGCTTGC 
TCTGCGGGACCTGGGCATGGGGAAGCGAGAAGGCGAGGAGCTGATCCAGGCGGAGGCCCGGTG 
TCTGGTGGAGACATTCCAGGGGACAGAAGGACGCCCATTCGATCCCTCCCTGCTGCTGGCCCA 
GGCCACCTCCAACGTAGTCTGCTCCCTCCTCTTTGGCCTCCGCTTCTCCTATGAGGATAAGGA 
GTTCCAGGCCGTGGTCCGGGCAGCTGGTGGTACCCTGCTGGGAGTCAGCTCCCAGGGGGGTCA 
GACCTACGAGATGTTCTCCTGGTTCCTGCGGCCCCTGCCAGGCCCCCACAAGCAGCTCCTCCA 
CCACGTCAGCACCTTGGCTGCCTTCACAGTCCGGCAGGTGCAGCAGCACCAGGGGAACCTGGA 
TGCTTCGGGCCCCGCACGTGACCTTGTCGATGCCTTCCTGCTG7y\GATGGCACAGGAGGAACA 
AAACCCAGGCACAGAATTCACCAACAAGAACATGCTGATGACAGTCATTTATTTGCTGTTTGC 
TGGGACGATGACGGTCAGCACCACGGTCGGCTATACCCTCCTGCTCCTGATGAAATACCCTCA 
TGTCCAAAAGTGGGTACGTGAGGAGCTGAATCGGGAGCTGGGGGCTGGCCAGGCACCAAGCCT 
AGGGGACCGTACCCGCCTCCCTTACACCGACGCGGTTCTGCATGAGGCGCAGCGGCTGCTGGC 
GCTGGTGCCCATGGGAATACCCCGCACCCTCATGCGGACCACCCGCTTCCGAGGGTACACCCT 
GCCCCAGGGCACGGAGGTCTTCCCCCTCCTTGGCTCCATCCTGCATGACCCCAACATCTTCAA 
GCACCCAGAAGAGTTCAACCCAGACCGTTTCCTGGATGCAGATGGACGGTTCAGGAAGCATGA 
GGCGTTCCTGCCCTTCTCCTTAGGGAAGCGTGTCTGCCTTGGAGAGGGCCTGGCAAAAGCGGA 
GCTCTTCCTCTTCTTCACCACCATCCTACAAGCCTTCTCCCTGGAGAGCCCGTGCCCGCCGGA 
CACCCTGAGCCTCAAGCCCACCGTCAGTGGCCTTTTCAACATTCCCCCAGCCTTCCAGCTGCA 
AGTCCGTCCCACTGACCTT'CACTCCACCACGCAGACCAGATGAAGGAAGGCAACTTGGAAGTG 
GTGGGTGCCCAGGACGGTGCCTCCAGCCTCAACAGTGGGCATGGACAGGGTTAATGTCTCCAG 
AGTGTACACTGCAGGCAGCCACATTTACACGCCTGCAGTTGTTTTCCGGAGTCTGTCCCACGG 
CCCACACGCTCACTTGACTCATGCTGCTAAGATGCACAACCGCACACCCATACACAACTACAA 
GGGCCACAAAGCAACTGCTGGGTTAGCTTTCCACAGACATAAATATAGTCCATCTGCAATCAC 
AAGCACATAGCCAGGTAACCCACCAACTCCCCTGGATCTGCAGCCCACACGTGGGAGTCTGGC 
TGTCACCTTCACAAGCCACAGAAACGGCCACACATGTTCACAGCTCACACGCCCTCTCCATTC 
ATCGAACTTCTCAGTGTCCCTGTCCCTGGTGCCTGGCACAGGGAACAGCATGCCCCCTCCGGG 
GTCATGCCACCCAGAGACTGTCGCTGTCTATGGCCCCAACTCATGCTCCCTCTCTTGGCTACA 
CCACTCTCCCAGCCTGTGACCACCGATGTCCACACACCCCCAACCACTTGTCCACACAGCTAC 
CCACGTACAACATCGTCCTGGCTCCCCAGAGTATCTTCCCACTGAGACACGCCGCCCCCACAG 
AGGCACAGTCCCCAGCCACCTCTGCAACTGCAGCCCTCAGTCACCCCTTTTTAAGCACCCTGA 
TTCTACCAAATGCAAACACATCTGGGTCTGCGATTATGCACAGAGACTTTGGACATACGAGGA 
CCCTCAGACCGGAGGAACACCTGCCCAACCCCAACACGTGCTTATGTAACCACGTGGAAAGCG 
GCCCCTGCTGCCCCTCCACACACACATACACACTCACTGATCTACAGCCCCTGTTCGGCGTCA 
GAGTCCCCACTAGACCCAGTGGAAGGGGTTAGAGACCAAGTAGGGGCCAGTTTCCAATTCACC 
CTGTCAGGGAGTGAGCCGGATCTGACGTTCCTTGTGACTTAAGGGTCCGGCTTGGGAATTAAA 
GTTTGTTTCTGGCCTTTAGCCTAAAAAAAAAAAAAAAAAA 
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FIGURE 64 

MEATGTWALLLALALLLLLTLALSGTf^RGHLPPGPTPLPLLGNLLQLRPGALYSGLMRLSKK 
YGPVFTIYLGPWRPWVLVGQEAVREALGGQAEEFSGRGTVAMLEGTFDGHGVFFSNGERWRQ 
LRKFTMLALRDLGMGKREGEELIQAEARCLVETFQGTEGRPFDPSLLLAQATSNVVCSLLFGL 
RFSYEDKEFQAVVRAAGGTLLGVSSQGGQTYEMFSWFLRPLPGPHKQLLHHVSTLAAFTVRQV 
QQHQGNLDASGPARDLVDAFLLKMAQEEQNPGTEFTNKNMLMTVIYLLFAGTMTVSTTVGYTL 
LLLMKYPHVQKWVREELNRELGAGQAPSLGDRTRLPYTDAVLHEAQRLLALVPMGIPRTLMRT 
TRFRGYTLPQGTEVFPLLGSILHDPNIFKHPEEFNPDRFLDADGRFRKHEAFLPFSLGKRVCL 
GEGLAKAELFLFFTTILQAFSLESPCPPDTLSLKPTVSGLFNIPPAFQLQVRPTDLHSTTQTR 

Impor^an^ £ea'bures of titie proi:e±n: 
Signal peptide: 

amino acids 1-28 

Transmembrane domain: 

amino acids 294-313 

Glycosamlnoglycan a-b-bachment: s±t:e. 

amino acids 99-103 

cAMP- and cGMP-dependent: protein kinase phosphorylaiixon site. 

amino acids 128-132 

N-myris'toylabion sites • 

amino acids 51-57, 109-115, 115-121, 188-194, 207-213, 257-263, 
284-290, 339-345, 370-376, 444-450 

Amidabion sites . 

amino acids 140-144, 435-439 

Leucine zipper pattern. 

amino acids 32-54, 39-61 

Cytechrome P450 cysteine heme-iron ligand signature. 

amino acids 433-443 
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FIGURE 65 

CGGACGCGTGGGGCCGTATGCGCGGCTCTGTGGAGTGCACCTGGGGTTGGGGGCACTGTGCCC 
CCAGCCCCCTGCTCCTTTGGACTCTACTTCTGTTTGCAGCCCCATTTGGCCTGCTGGGGGAGA 
AGACCCGCCAGGTGTCTCTGGAGGTCATCCCTAACTGGCTGGGCCCCCTGCAGAACCTGCTTC 
ATATACGGGCAGTGGGCACCAATTCCACACTGCACTATGTGTGGAGCAGCCTGGGGCCTCTGG 
CAGTGGTAATGGTGGCCACCAACACCCCCCACAGCACCCTGAGCATCAACTGGAGCCTCCTGC 
TATCCCCTGAGCCCGATGGGGGCCTGATGGTGCTCCCTAAGGACAGCATTCAGTTTTCTTCTG 
CCCTTGTTTTTACCAGGCTGCTTGAGTTTGACAGCACCAACGTGTCCGATACGGCAGC/^GC 
CTTTGGGAAGACCATATCCTCCATACTCCTTGGCCGATTTCTCTTGGAACAACATCACTGATT 
CATTGGATCCTGCCACCCTGAGTGCCACATTTCAAGGCCACCCCATGAACGACCCTACCAGGA 
CTTTTGCCAATGGCAGCCTGGCCTTCAGGGTCCAGGCCTTTTCCAGGTCCAGCCGACCAGCCC 
AACCCCCTCGCCTCCTGCACACAGCAGACACCTGTCAGCTAGAGGTGGCCCTGATTGGAGCCT 
CTCCCCGGGGAAACCGTTCCCTGTTTGGGCTGGAGGTAGCCACATTGGGCCAGGGCCCTGACT 
GCCCCTCAATGCAGGAGCAGCACTCCATCGACGATGAATATGCACCGGCCGTCTTCCAGTTGG 
ACCAGCTACTGTGGGGCTCCCTCCCATCAGGCTTTGCACAGTGGCGACCAGTGGCTTACTCCC 
AGAAGCCGGGGGGCCGAGAATCAGCCCTGCCCTGCCT^GCTTCCCCTCTTCATCCTGCCTTAG 
- CATACTCTCTTCCCCAGTCACCCATTGTCCGAGCCTTCTTTGGGTCCCAGAATAACTTCTGTG 
CCTTCAATCTGACGTTCGGGGCTTCCACAGGCCCTGGCTATTGGGACCAACACTACCTCAGCT 
GGTCGATGCTCCTGGGTGTGGGCTTCCCTCCAGTGGACGGCTTGTCCCCACTAGTCCTGGGCA 
TCATGGCAGTGGCCCTGGGTGCCCCAGGGCTCATGCTGCTAGGGGGCGGCTTGGTTCTGCTGC 
TGCACCACAAGAAGTACTCAGAGTACCAGTCCATAAATTAAGGCCCGCTCTCTGGAGGGAAGG 
ACATTACTGAACCTGTCTTGCTGTGCCTCGAAACTCTGGAGGTTGGAGCATCAAGTTCCAGCC 
GGCCCCTTCACTCCCCCATCTTGCTTTTCTGTGGAACCTCAGAGGCCAGCCTCGACTTCCTGG 
AGACCCCCAGGTGGGGCTTCCTTCATACTTTGTTGGGGGACTTTGGAGGCGGGCAGGGGACAG 
GGCTATTGATAAGGTCCCCTTGGTGTTGCCTTCTTGCATCTCCACACATTTCCCTTGGATGGG 
ACTTGCAGGCCTAAATGAGAGGCATTCTGACTGGTTGGCTGCCCTGGAAGGCAAGAAAATAGA 
TTTATTTTTTTTCACAGGGAAAAAAAAAAAA 
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FIGURE 66 

MRGSVECTWGWGHCAPSPLLLWTLLLFAAPFGLLGEKTRQVSLEVIPNWLGPLQNLLHIRAVG 
TNSTLHYVWSSLGPLAVVMVATNTPHSTLSINWSLLLSPEPDGGLMVLPKDSIQFSSALVFTR 
LLEFDSTNVSDTAAKPLGRPYPPYSLADFSWNNITDSLDPATLSATFQGHPMNDPTRTFANGS 
LAFRVQAFSRSSRPAQPPRLLHTADTCQLEVALIGASPRGNRSLFGLEVATLGQGPDCPSMQE 
QHSIDDEYAPAVFQLDQLLWGSLPSGFAQWRPVAYSQKPGGRESALPCQASPLHPALAYSLPQ 
SPIVRAFFGSQNNFCAFNLTFGASTGPGYWDQHYLSWSMLLGVGFPPVDGLSPLVLGIMAVAL 
GAPGLMLLGGGLVLLLHHKKYSEYQS IN 

N-glycosyla'txon sites: 

amino acids 65-69, 95-99, 134-138, 159-163, 187-191, 230-234, 
333-337 

c2^- and cGMP-dependenI: protein kinase phosphorylatuLon site: 

amino acids 397-401 

Casein kinase II phosphorylat:ion sites: 

amino acids 151-155, 249-253, 255-259 

N-myristeyla-bion sites: 

amino acids 3-9, 63-69, 235-241, 273-279, 292-298, 324-330 

Leucine zipper pa'btern. 

amino acids 371-393 
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FIGURE 67 

CGGGACAGGCGCGTGAGGCCACAACACATGCGTGTATCTTGCTTGGGCTATCTTCCCTGCTCTGCCACGCCGGGT 
CTGGAGAAGGGGTTTCAGCCCCAGGACATTTACTGAGAGTCGGCGAATATTGGGAGCCGCGATGTTCCCCCTTCG 
GGCCCTGTGGTTGGTCTGGGCGCTTCTAGGAGTGGCCGGATCATGCCCGGAGCCGTGCGCCTGCGTGGACAAGTA 
CGCTCACCAGTTCGCGGACTGCGCTTACAAAGAGTTGCGTGAGGTGCCGGAAGGACTGCCTGCCAACGTGACGAC 
GCTTAGTCTGTCCGCGAACAAGATCACTGTGCTGCGGCGCGGGGCCTTCGCCGACGTCACACAGGTCACGTCGCT 
GTGGCTGGCGCACAATGAGGTGCGCACCGTGGAGCCAGGCGCACTGGCCGTGCTGAGTCAGCTCAAGAACCTCGA 
TCTGAGCCACAACTTCATATCCAGCTTTCCGTGGAGCGACCTGCGCAACCTGAGCGCGCTGCAGCTGCTCAAAAT 
GAACCACAACCGCCTGGGCTCTCTGCCCCGGGACGCACTCGGTGCGCTACCCGACCTGCGTTCCCTGCGCATCAA 
CAACAACCGGCTGCGTACGCTGGCGCCTGGCACCTTCGACGCGCTTAGCGCGCTGTCACACTTGCAACTCTATCA 
CAATCCCTTCCACTGCGGCTGCGGCCTTGTGTGGCTGCAGGCCTGGGCCGCGAGCACCCGGGTGTCCTTACCCGA 
GCCCGACTCCATTGCTTGTGCCTCGCCTCCCGCGCTGCAGGGGGTGCCGGTGTACCGCCTGCCCGCCCTGCCCTG 
TGCACCGCCCAGCGTGCATCTGAGTGCCGAGCCACCGCTTGAAGCACCCGGCACCCCACTGCGCGCAGGACTGGC 
GTTCGTGTTACACTGCATCGCCGaCGGCCACCCTACGCCTCGCCTGCAATGGCAACTTCAGATCCCCGGxGGCAC 
CGTAGTCTTAGAGCCACCGGTTCTGAGCGGGGAGGACGACGGGGTTGGGGCGGAGGAAGGAGAGGGAGAAGGAGA 

tggggatttgctgacgcagacccaagcccaaacgccgactccagcacccgcttggccggcgcccccagccacacc 
gcgcttcctggccctcgcaaatggctccctgttggtgcccctcctgagtgccaaggaggcgggcgtctacacttg 
ccgtgcacacaatgagctgggcgccaactctacgtcaatacgcgtggcggtggcagcaaccgggcccccaaaaca 
cgcgcctggcgccgggggagaacccgacggacaggccccgacctctgagcgcaagtccacagccaagggccgggg 

CAACAGCGTCCTGCCTTCCAAACCCGAGGGCAAAATC2\AAGGCCAAGGCCTGGCCAAGGTCAGCATTCTCGGGGA 

gaccgagacggagccggaggaggacacaagtgagggagaggaggccgaagaccagatcctcgcggacccggcgga 
ggagcagcgctgtggcaacggggacccctctcggtacgtttctaaccacgcgttcaaccagagcgcagagctcaa 
gccgcacgtcttcgagctgggcgtcatcgcgctggatgtggcggagcgcgaggcgcgggtgcagctgactccgct 
ggctgcgcgctggggccctgggcccggcggggctggcggagccccgcgacccgggcggcgacccctgcgcctact 
ctatctgtgtccagcggggggcggcgcggcagtgcagtggtcccgcgtagaggaaggcgtcaacgcctactggtt 
ccgcggcctgcggccgggtaccaactactccgtgtgcctggcgctggcgggcgaagcctgccacgtgcaagtggt 
gttttccaccaagaaggagctcccatcgctgctggtcatagtggcagtgagcgtattcctcctggtgctggccac 
agtgccccttctgggcgccgcctgctgccatctgctggctaaacacccgggcaagccctaccgtctgatcctgcg 
gcctcaggcccctgaccctatggagaagcgcatcgccgcagacttcgacccgcgtgcttcgtacctcgagtccga 
gaaaagctacccggcaggcggcgaggcgggcggcgaggagccagaggacgtgcagggggagggccttgatgaaga 
cgcggagcagggagacccaagtggggacctgcagagagaggagagcctggcggcctgctcactggtggagtccca 
gtccaaggccaaccaagaggagttcgaggcgggctctgagtacagcgatcggctgcccctgggcgccgaggcggt 
caacatcgcccaggagattaatggcaactacaggcagacggcaggct^acctccgcccgtccggcccgcccatt 
cccgacctccacctagggtgcctgggagcagcagtctagggctggcaggacttatgtcccccgtccccaaccttc 
acctactcctcccccttactactccccaaccttgactaccagggacttctattagggagtgggccgatttcacca 
gtccctgctacccacggctgccattctccctgcg'ggctgaatccccttccccgccaagcacagtgtttatcttac 
cccatgcaagactccacccgcagacggtgggcgatatctatgtccctccattcccgtcgcgattatctgcgaaat 
ccaccccgcagcccgccccaccgtgggctctggagccagaggaaacgagcgaagactttggaaacctcgcggtaa 
cgcggtggtttcgggggccagccaaggccagtggagtgctgtggggtcccacctcgacccctcctcctccctttc 
tttctttcctttttttttattttttaattttatttatttatttatttattttttgacggagtcttggtctgtcgc 
caggctggagtgcagtggcgcgatctcggctcactgcatcttccgcctcccgggttcaagcgattctcctgcctc 
agcctgcctagtagctgggactacaggcgcgcgccaccacgaccagctaatttcttctatttttagtagagacgg 
ggtttcaccatgttggccaggatggtctggatctcttgacctcaggtgatccatctgcctcggcctctcaaagtg 
ctgggattacaggcgtgaggcaccgcgcccggcccctcctccctttcaatccctactcccagaagccgggattcg 
tggcaacccctagtttttagttccaaagcctcctgccggcagggaaccaaatccttctgtcctcccacccccacc 
ccacttctggccagttggagtccagcccggtgcctggggcgcctttcagctccgcgctcagattttcctgttttc 
gttgttttcaaagacagcgacatttcgggtctggtgctaacacccccttcccagcctctgggaaaatcgagtgtg 

TGTGTCGGGGGGTAGGGAGGGT^TGCGTTTTCTGTCGTCTCTCTCCTAACTTAAAGCGCCGCAGGACCGCGCGCC 
CCTTGGCGGCTGAGCCTGTGGACTTGGTCGCGGGCCAATTTCGTTGTCCGTGTGTTGGGCTTTCCGGAGGTCTGT 

gcgcccaacagcgccgctcccgcggctccacccgacccagaccctagctggaaagcgccggaggcggaggaagct 
gactgtggcctcccgggccgcggctctctggagggctcgcgccctagttcgcacaaagcctgctcgtgactgtgc 
gactgtgcgacgggatccggatggagccgagcccctccgtcctcgcgtctcggtcctcgcgtcgccccgccccac 

CCGCCCCTGCTTCGGCGGGAATCGTGTTTGCCCGGCGTGTAGTCCCTGACAAGCGTGCCCTGTAGGAGAAAAGTC 

tgtgtcctgtgaagtgtgaccgtgtagtgtaggggggcgggcgggggggcggatgggcggggagggagggaaggg 

GAGGGGCGCGGCGCGGCGACTCGGGGCGGGGTTCTTTTTTCCATTTTGAAAGAAAGCGTCGGGGTTGGGGTGGGG 

ggagtttcagtcctcgggatcagccctctccgcgaagcgcagcacaagcgcgggcctgggacggagtagcccccc 
ggagcccgtgcccttttctaaacgcgtctgtatgcagtcaataaaacaatcgatttgt^aa 
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FIGURE 68 

MFPLRALWLVWALLGVAGSCPEPCACVDKYAHQFADCAYKELREVPEGLPANVTTLSLSANKI 
TVLRRGAFADVTQVTSLWLAHNEVRTVEPGALAVLSQLKNLDLSHNFISSFPWSDLRNLSALQ 
LLKMNHNRLGSLPRDALGALPDLRSLRINNNRLRTLAPGTFDALSALSHLQLYHNPFHCGCGL 
VWLQAWAASTRVSLPEPDSIACASPPALQGVPVYRLPALPCAPPSVHLSAEPPLEAPGTPLEIA 
GLAFVLHCIADGHPTPRLQWQLQIPGGTVVLEPPVLSGEDDGVGAEEGEGEGDGDLLTQTQAQ 
TPTPAPAWPAPPATPRFLALANGSLLVPLLSAKEAGVYTCRAHNELGANSTSIRVAVAATGPP 
KHAPGAGGEPDGQAPTSERKSTAKGRGNSVLPSKPEGKIKGQGLAKVSILGETETEPEEDTSE 
GEEAEDQILADPAEEQRCGNGDPSRYVSNKAFNQSAELKPHVFELGVIALDVAEREARvQLTP 
LAARWGPGPGGAGGAPRPGRRPLRLLYLCPAGGGAAVQWSRVEEGVNAYWFRGLRPGTNYSVC 
LALAGEACHVQVVFSTKKELPSLLVIVAVSVFLLVLATVPLLGAACCHLLAKHPGKPYRLILR 
PQAPDPMEKRIAADFDPRASYLESEKSYPAGGEAGGEEPEDVQGEGLDEDAEQGDPSGDLQRE 
ESLAACSLVESQSKANQEEFEAGSEYSDRLPLGAEAVNIAQEINGNYRQTAG 

liE^ort:an-t £eai:ures of t;he probeln: 
Signal pept:±de: 

amino acids 1-19 
Transmembxane domain : 
amino acids 587-610 
N-glycosylatlon sl'tes . 

amino acids 52-55, 121-124, 337-340, 364-367, 474-477, 563-566 
cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 397-400 

Casein kinase II phosphorylation sites . 

amino acids 19-23, 202-205, 289-292, 246-249, 411-414, 431-434, 
433-436, 440-443, 544-547, 583-586, 650-653, 700-703 
N-myrlstoylatlon sites . 

amino acids 15-20, 48-53, 165-170, 296-301, 351-356, 362-367, 
390-395, 419-424, 514-519, 536-541, 557-562, 561-566, 610-615, 
661-666, 716-721 
Amldatlon site . 
amino acids 522-525 

Prokaryotlc membrane lipoprotein lipid attachment sites . 

amino acids 10-20, 603-613 
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FIGURE 69 

GGCGGCGGGAGCAGCGAAGGGGGCGGCAGGGATCCTCCAGGCTGCCGGCTGGGAAGGCGTGGG 
CGACCCGGTGTGTGGCGCGCCCAGAGCCCCGCGTTTCAGCCCTAGGGAAGGAAGCCAGTTGAG 
GGAAGTTCTCCATGAATGTACGTCACAATGATGATGACCGACCAAATCCCTCTGGAACTGCCA 
CCATTGCTGAACGGAGAGGTAGCCATGATGCCCCACTTGGTGAATGGAGATGCAGCTCAGCAT 
GTTATTCTCGTTCAAGTTAATCCAGGTGAGACTTTCACAATAAGAGCAGAGGATGGAACACTT 
CAGTGCATTCAAGGACCTGCTGAAGTTCCCATGATGTCACCCAATGGATCCATTCCTCCCATT 
CATGTGCCTCCAGGTTATATCTCACAGGTGATTGAAGATAGTACTGGAGTCCGCCGGGTGGTG 
GTCACACCCCAGTCTCCTGAGTGTTATCCCCCAAGCTACCCCTCAGCCATGTCTCCAACCCAT 
CATCTCCCTCCCTATCTGACTCACCATCCACATTTTATTCATAACTCACACACGGCTTACTAC 
CCACCTGTTACCGGACCTGGAGATATGCCGCCTCAGTTTTTTCCCCAGCATCATCTTCCCCAC 
ACAATATATGGTGAGCAAGAAATTATACCATTTTATGGAATGTCA^ 

GACCAGTACAGCAAGCCTCCGCACAAAAAACTGAAAGACCGCCAGATCGATCGCCAGAACCGC 
CTCAACAGCCCTCCTTCTTCTATCTACAAAAGCAGCTGCACAACAGTATACAATGGCTATGGG 
AAGGGCCATAGTGGTGGAAGTGGCGGAGGCGGCAGCGGTAGTGGTCCCGGAATTAAGAAAACA 
GAGCGACGAGCAAGAAGCAGCCC7\AAGTCGAATGATTCAGACTTGCAAGAATATGAGTTGGAA 
GTAAAGAGGGTGCAAGACATTCTTTCGGGAATAGAGAAACCACAGGTTTCTAATATTCAGGCA 
AGAGCAGTTGTGTTGTCCTGGGCTCCCCCTGTTGGACTTTCCTGTGGACCCCACAGTGGTCTT 
TCCTTCCCCTACAGTTACGAGGTGGCCTTATCAGACAAAGGACGAGATGGAAAATACAAGATA 
ATTTACAGTGGAGAAGAATTAGAATGTAACCTGAAAGATCTTAGACCAGCAACAGATTATCAT 
GTGAGGGTGTATGCCATGTACAATTCCGTAAAGGGATCCTGCTCCGAGCCTGTTAGCTTCACC 
ACCCACAGCTGTGCACCCGAGTGTCCTTTCCCCCCTAAGCTGGCACATAGGAGCAAAAGTTCA 
CTAACCCTGCAGTGGAAGGCACCAATTGACAACGGTTCAAAAATCACCAACTACCTTTTAGAG 
TGGGATGAGGGAAAAAGAAATAGTGGTTTCAGACAGTGCTTCTTCGGGAGCCAGAAGCACTGC 
AAGTTGACAAAGCTTTGTCCGGCAATGGGGTACACATTCAGGCTGGCCGCTCG7\AACGACATT 
GGCACCAGTGGTTATAGCCAAGAGGTGGTGTGCTACACATTAGGAAATATCCCTCAGATGCCT 
TCTGCACCAAGGCTGGTTCGAGCTGGCATCACATGGGTCACGTTGCAGTGGAGTAAGCCAGAA 
GGCTGTTCACCCGAGGAAGTGATCACCTACACCTTGGAAATTCAGGAGGATGAAAATGATAAC 
CTTTTCCACCCAAAATACACTGGAGAGGATTTAACCTGTACTGTGAAAT^TCTCAAAAGAAGC 
ACACAGTATAAATTCAGGCTGACTGCTTCTAATACGG7\AGGAAAAAGCTGTCCAAGCGAAGTT 
CTTGTTTGTACGACGAGTCCTGACAGGCCTGGACCTCCTACCAGACCGCTTGTCAAAGGCCCA 
GTTACATCTCATGGCTTTAGTGTCAAATGGGATCCCCCTAAGGACAATGGTGGTTCAGAAATC 
CTCAAGTACTTGCTAGAGATTACTGATGGT^AATTCTGAAGGTGAAGTTTTTGGCAATTGTTTT 
ATTCAAATCCAA TAG CAAGCTCTGTTTTCTAATATAGTAAATGTCTTTATAGTAATAGTGAGT 
AATCATTAATTCTAAAGATAGAATTATTATTACAATAAACAAACTTTAGTCACATATTGGCAG 
TTTTTCTATTTCAAACACAGCACCAGAGATCAGAGTCTACTTGAAACTTACATTTGTGTTATT 
TT^CAATTTTTCTGTATCTTTTTCATTGGTGTTTTGTTTTGTTTATCTTTTGTTTTTGTTTCT 
TTGGTTTGGTTTGTTTTTGTTTTGTTTTTTGAGATACGATCTCTGTCACACAGGCTGGAGGGC 
AGTGGCACAGACATGGCCCATTGCAGTCTCAGACTCCTGGGCTT7VAGTGACTCTTCTGCCACA 
GAAGATGAGGAAGAATACATTTTTCATAGTGATGGGGTCTCACTATGTTATCTAGGCTGGTCT 
CAAACTCCTGGCCTCAAGCAACCCTCCACCTTGGCCTCCCAAAGTGCTGGGACTATAGACATG 
AATCACCACACTCAGCTTCCATGTCTTTTTATGAACTAGGGTTCCTAATT7VATCAGATAAATT 
TGGTATTTTCATCTCCTAACTTGCCATATGTTTTCTGGAAATTCTTATAAGCAGCCGAGAGTG 
GTGGCTCACGCTGTAGTCCCAGCACTTTGGGAGGCTGAGGTGGGTGGTCAGGAGATCAAGACC 
ATCCTGGCCAACATGGTGAAACCCCGTCTCTACTAAAAATACAAAAATTAGCTGGGTGTGGTG 
GCAGGCACCTGTAGTCCCAGCTACTTGGGAGGCTGAGGCAGAAGAATTGCTTGAACCCAGCAG 
GCGGAGGTTGCAGTGAGCTGAGATTGCACCACTGCACTCCAGCCTGGTGACAGAGTGAGACTC 
TGTCTCAAAAAAAAAAAA 
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FIGURE 70 

MMMTDQIPLELPPLLNGEVAMMPHLVNGDAAQHVILVQVNPGETFTIRAEDGTLQCIQGPAEV 
PMMSPNGSIPPIHVPPGYISQVIEDSTGVRRVVVTPQSPECYPPSYPSAMSPTHHLPPYLTHH 
PHFIHNSHTAYYPPVTGPGDMPPQFFPQHHLPHTIYGEQEIIPFYGMSSYITREDQYSKPPHK 
KLKDRQIDRQNRLNSPPSSIYKSSCTTVYNGYGKGHSGGSGGGGSGSGPGIKKTERRARSSPK 
SNDSDLQEYELEVKRVQDILSGIEKPQVSNIQARAVVLSWAPPVGLSCGPHSGLSFPYSYEVA 
LSDKGRDGKYKIIYSGEELECNLKDLRPATDYHVRVYAMYNSVKGSCSEPVSFTTHSCAPECP 
FPPKLAHRSKSSLTLQWKAPIDNGSKITNYLLEWDEGKRNSGFRQCFFGSQKHCKLTKLCPAM 
GYTFRLAARNDIGTSGYSQEVVCYTLGNIPQMPSAPRLVRAGITWVTLQWSKPEGCSPEEVIT 
YTLEIQEDENDNLFHPKYTGEDLTCTVKNLKRSTQYKFRLTASNTEGKSCPSEVLVCTTSPDR 
PGPPTRPLVKGPVTSHGFSVKWDPPKDNGGSEILKYLLEITDGNSEGEVFGNCFIQIQ 

Impor'tant: £eat:ures of t:he pro^exn: 
N-glycosyla^±on sxtes . 

amino acids 69-73^ 254-258, 401-405 
Glycosaminoglycan at:1:achmeni: s±t:es. 

amino acids 229-233, 234-238, 236-240 

cAMP- and cGMP-dependent: pro'bexn kinase phosphorylation sii:es . 

amino acids 416-420, 535-539 
Tyrosine kinase phosphorylat:ion site, 
amino acids 319-326 
N-myristoylat:ion sites . 

amino acids 52-58, 227-233, 228-234, 230-236, 231-237, 232-238, 
235-241, 239-245, 402-408, 610-616 
Amida'tion site, 
amino acids 414-418 

Prokaryotic membrane lipoprotein lipid a1:techmen'k site. 

amino acids 290-301 

ATP/GTP-binding site motif A (P-loop) - 

amino acids 54 6-554 

CUB domain proteins profile. 

amino acids 294-301 
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FIGURE 71 

AAGTCATTCAGTGGATGTGATCTTGGCTCACAGGGGACGATGTCAAGCTCTTCCTGGCTCCTTCTCAGCCTTGTT 

GCTGTAACTGCTGCTCAGTCCACCATTGAGGAACAGGCCAAGACATTTTTGGACAAGTTTAACCACGAAGCCGAA 

GACCTGTTCTATCAAAGTTCACTTGCTTCTTGGAATTATAACACCAATATTACTGAAGAGAATGTCCAAAACATG 

AATAATGCTGGGGACAAATGGTCTGCCTTTTTAAAGGAACAGTCCACACTTGCCCAAATGTATCCACTACAAGAA 

ATTCAGAATCTCACAGTCAAGCTTCAGCTGCAGGCTCTTCAGCAAAATGGGTCTTCAGTGCTCTCAGAAGACAAG 

AGCAAACGGTTGAACACAATTCTAAATACAATGAGCACCATCTACAGTACTGGAAAAGTTTGTAACCCAGAT7VAT 

CCACAAGAATGCTTATTACTTGAACCAGGTTTGAATGAAATAATGGCAAACAGTTTAGACTACAATGAGAGGCTC 

TGGGCTTGGGAAAGCTGGAGATCTGAGGTCGGCAAGCAGCTGAGGCCATTATATGAAGAGTATGTGGTCTTGAAA 

AATGAGATGGCAAGAGCAAATCATTATGAGGACTATGGGGATTATTGGAGAGGAGACTATGAAGTAAATGGGGTA 

GATGGCTATGACTACAGCCGCGGCCAGTTGATTGAAGATGTGGAACATACCTTTGAAGAGATTAAACCATTATAT 

GAACATCTTCATGCCTATGTGAGGGCAAAGTTGATGAATGCCTATCCTTCCTATATCAGTCCAATTGGATGCCTC 

CCTGCTCATTTGCTTGGTGATATGTGGGGTAGATTTTGGACAAATCTGTACTCTTTGACAGTTCCCTTTGGACAG 

AAACCAAACATAGATGTTACTGATGCAATGGTGGACCAGGCCTGGGATGCACAGAGAATATTCAAGGAGGC 

AAGTTCTTTGTATCTGTTGGTCTTCCTAATATGACTCAAGGATTCTGGGAAAATTCCATGCTAACGGACCCAGGA 

AATGTTCAGAAAGCAGTCTGCCATCCCACAGCTTGGGACCTGGGGAAGGGCGACTTCAGGATCCTTATGTGCACA 

AAGGTGACAATGGACGACTTCCTGACAGCTCATCATGAGATGGGGCATATCCAGTATGATATGGCATATGCTGCA 

CAACCTTTTCTGCTAAGAAATGGAGCTAATGAAGGATTCCATGAAGCTGTTGGGGAAATCATGTCACTTTCTGCA 

GCCACACCTAAGCATTTAAAATCCATTGGTCTTCTGTCACCCGATTTTCAAGAAGACAATGAAACAGAAATAAAC 

TTCCTGCTCAAACAAGCACTCACGATTGTTGGGACTCTGCCATTTACTTACATGTTAGAGAAGTGGAGGTGGATG 

GTCTTTAAAGGGGAAATTCCCAAAGACCAGTGGATGAAAAAGTGGTGGGAGATGAAGCGAGAGATAGTTGGGGTG 

GTGGAACCTGTGCCCCATGATG7U\ACATACTGTGACCCCGCATCTCTGTTCCATGTTTCTGATGATTACTCATTC 

ATTCGATATTACAC7\AGGACCCTTTACCAATTCCAGTTTCAAGAAGCACTTTGTCAAGCAGCTAAACATGAAGGC 

CCTCTGCACAAATGTGACATCTCAAACTCTACAGAAGCTGGACAGTU^CTGTTGTAAGAAATACCTCAAAATGTT 

GAACCTCTCCTAGTATTCAGTATTACTCATTTCCATGCCTAGGTTTGTATTTGATTTCTTTGTTCTAAAAAGA7VA 

ATTTTATGGCCTCAAAATGTCCTCATTTACAAACCAAACATTTAATTTGTGGTCAGACAGGAACCTAGACCATAC. 

AACAATTGGGTGGGCCACCTCTTTTCTCCCTATCATAACTACAGCCCTCTCTTCCTGGTAATTGGAAGGAAAGAG 

CGGTTTAGGGTGGAATATATCTGTTAATATGCATTCTTTTCTTATCTGCCAGAAGCAAATTTAGCCAAGTCAAAG 

AGAAGAAACCATAGATCATAGATGTAAATATATGTACATCTGGAACCCCTCAAAAGGCCCTGAACCCCCTTTTTT 

TGTGTAGCAATATGCTGAGGCTTGGAAAATCAGAACCCTGGACCCTAGCATTGGAAAATGTTGTAGGAGCAAGAA 

CATGAATGTAAGGCCACTGCTCAACTACTTTGAGCCCTTATTTACCTGGCTGAAAGACCAGAACAAGAATTCTTT 

TGTGGGATGGAGTACCGACTGGAGTCCATATGCAGACCCAAAGCATCTU^GTGAGGATAAGCCTAAAATCAGCTC 

TTGGAGATAAAGCATATGAATGGAACGACAATGAAATGTACCTGTTCCGATCATCTGTTGCATATGCTATGAGGC 

AGTACTTTTTAAAAGTAAAAAATCAGATGATTCTTTTTGGGGAGGAGGATGTGCGAGTGGCTAATTTGAAACCAA 

GAATCTCCTTTAATTTCTTTGTCACTGCACCTAAAAATGTGTCTGATATCATTCCTAGAACTGAAGTTGAAAAGG 

CCATCAGGATGTCCCGGAGCCGTATCAATGATGCTTTCCGTCTGAATGACAACAGCCTAGAGTTTCTGGGGATAC 

AGCCAACACTTGGACCTCCTAACCAGCCCCCTGTTTCCATATGGCTGATTGTTTTTGGAGTTGTGATGGGAGTGA 

TAGTGGTTGGCATTGTCATCCTGATCTTCACTGGGATCAGAGATCGGAAGAAGAAAAATAAAGCAAGAAGTGGAG 

AAAATCCTTATGCCTCCATCGATATTAGCAAAGGAGAAAATAATCCAGGATTCCAAAACACTGATGATGTTCAGA 

CCTCCTTTTAGAAAAATCTATGTTTTTCCTCTTGAGGTGATTTTGTTGTATGTAAATGTTAATTTCATGGTATAG 

AAAATATAAGATGATAAAGATATCATTAAATGTCA/^CTATGACTCTGTTCAGAAAAAAAATTGTCCAAAGACA 

ACATGGCCAAGGAGAGAGCATCTTCATTGACATTGCTTTCAGTATTTATTTCTGTCTCTGGATTTGACTTCTGTT 

CTGTTTCTTAATAAGGATTTTGTATTAGAGTATATTAGGGAAAGTGTGTATTTGGTCTCACAGGCTGTTCAGGGA 

TAATCTAAATGTAAATGTCTGTTGAATTTCTGT^GTTGAAAACAAGGATATATCATTGGAGCAAGTGTTGGATCT 

TGTATGGAATATGGATGGATCACTTGTAAGGACAGTGCCTGGGAACTGGTGTAGCTGCAAGGATTGAGAATGGCA 

TGCATTAGCTCACTTTCATTTAATCCATTGTCAAGGATGACATGCTTTCTTCACAGTAACTCAGTTCAAGTACTA 

TGGTGATTTGCCTACAGTGATGTTTGGAATCGATCATGCTTTCTTCAAGGTGACAGGTCTAAAGAGAGAAGAATC 

CAGGGAACAGGTAGAGGACATTGCTTTTTCACTTCCAAGGTGCTTGATCAACATCTCCCTGACAACACAAAACTA 

GAGCCAGGGGCCTCCGTGAACTCCCCAGAGCATGCCTGATAGAAACTCATTTCTACTGTTCTCTAACTGTGGAGT 

GAATGGAAATTCCAACTGTATGTTCACCCTCTGAAGTGGGTACCCAGTCTCTTAAATCTTTTGTATTTGCTCACA 

GTGTTTGAGCAGTGCTGAGCACAAAGCAGACACTCAATAAATGCTAGATTTACAAAA 
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FIGURE 72 

MSSSSWLLLSLVAVTAAQSTIEEQAKTFLDKFNHEAEDLFYQSSLASWNYNTNITEENVQNMN 
NAGDKWSAFLKEQSTLAQMYPLQEIQNLTVKLQLQALQQNGSSVLSEDKSKRLNTILNTMSTI 
YSTGKVCNPDNPQECLLLEPGLNEIMANSLDYNERLWAWESWRSEVGKQLRPLYEEYVVLKNE 
MARANHYEDYGDYWRGDYEVNGVDGYDYSRGQLIEDVEHTFEEIKPLYEHLHAYVRAKLMNAY 
PSYISPIGCLPAHLLGDMWGRFWTNLYSLTVPFGQKPNIDVTDAMVDQAWDAQRIFKEAEKFF 
VSVGLPNMTQGFWENSMLTDPGNVQKAVCHPTAWDLGKGDFRILMCTKVTMDDFLTAHHEMGH 
IQYDMAYAAQPFLLRNGANEGFHEAVGEIMSLSAATPKHLKSIGLLSPDFQEDNETEINFLLK 
QALTIVGTLPFTYMLEKWRWMVFKGEIPKDQWMKKWWEMKREIVGVVEPVPHDETYCDPASLF 
HVSDDYSFIRYYTRTLYQFQFQEALCQAAKHEGPLHKCDISNSTEAGQKLL 

Xxnpor'tan't feat:ures o£ 1:he prot:exn: 
Signal pept:±de: 

amino acids 1-17 

N-glycosylat:±on sites * 

amino acids 53-57, 90-94, 103-107, 322-326, 432-438, 546-550 

N-myrlsteyla'bion slt;es « 

amino acids 260-266, 286-292, 395-401 

Cell a't'bachmen^ sequence. 

amino acids 204-207 

Neutral zinc me-ballopeptldases , zlnc-blndlng region slgnat:ure. 

amino acids 371-381 
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FIGURE 73 

CCCACGCGTCCGAGCGGGGTGGACAAGTGGCGTGTGTGCTGCGACCCCGAGGGAAGATGAACG 
GGACGCGGAACTGGTGTACCCTGGTGGACGTGCACCCAGAGGACCAGGCGGCGGCGGGCAGGA 
AGACCTATGCCATGGTGTCCAGCCACTCAGCTGGTCATTCTCTGGCTTCAGAACTGGTGGAGT 
CCCATGATGGACATGAGGAGATCATTAAGGTGTACTTGAAGGGGAGGTCTGGAGACAAGATGA 
TTCACGAG7VAGAATATTAACCAGCTGAAGAGTGAGGTCCAGTACATCCAGGAGGCCAGGAACT 
GCCTACAGAAGCTCCGGGAGGATATAAGTAGCAAGCTTGACAGGAACCTAGGAGATTCTCTCC 
ATCGACAGGAGATACAGGTGGTGCTAGAAAAGCCAAATGGCTTTAGTCAGAGTCCCACAGCCC 
TGTACAGCAGCCCACCTGAGGTGGACACCTGTATAAATGAGGATGTTGAGAGCTTGAGGAAGA 
CGGTGCAGGACTTGCTGGCCAAGCTTCAGGAGGCCTy^GCGGCAACACCAGTCAGACTGTGTGG 
CTTTTGAGGTCACACTCAGCCGGTACCAGAGGGAAGCAGAACAAAGTAATGTGGCCCTTCAGA 
GAGAGGAGGACAGATGTCCAGAGTGATTGGAGAATGTCCTGGGGGAATGAAGTTCCTTCCACA 
AACACAGCTCAGTTCTTAGCAACAAACTGTTTGTTTTTCTACTTGCTCCATCTGCAGCCTACG 
CTGCCCTGGCCTCCTGCAGACAGATAGTGGGGTTACCTGGCAAGGCCTGGTGAGAGCCAGTGA 
ACCTAAGCTTTGACTGGGTGGCCTTGTCTTTCTGGGGAGGAGGGAATGTACATTCAGGGAGTA 
GCCTTTTGCGGAAAAATTCTCTAGGGCTACAGACAGTCATGTGTGACTTCTCTCTGCTGTGAA 
AACTCCCAGAGTCTCTTTAGGGATTTTCCCTAAGGTGTACCACCAGGCACACCTCAGTCTTCT 
TGACCCAGAGCCTGAAAACTGTTTTCACTGGGTTCCACCAGTCCCAGCAAAATCCTCTTTGTA 
TTTATTTTGCTAAGTTATTGGTGGTTTTGCTTACATCTCATGATTGATATAATACCAAAGTTC 
TATAGCCTTCTCTTGCAGTATTTGGATTTGCTTGAAACCGGGAAAACTGTTCCCATTAGGCTT 
GTTAATGTCAGAGTGACACTATTATGAATCTTTCTCTCCCTTTCCTCTGCCTGTTTCTTCTCT 
CTTTCTCCTTCAAACTTGCTCTGCAGCTAAGGAAGGTGAGTCTACTTTCCCTGAGGCTTTGGG 
GTCAGAGTATATGTTGTTTGGAGAAAGAGGGCAATCAGGACTCTTCTGGGACCCAGATGAGTT 
CTTCACTAGCCCTTCTGAACCCCTTGCTCCATAATTGGTCTTTTATCCTGGCTCTGAATGACC 
CTGCAGGTCATCATGGTTTTCTTTTTTTATTGTTTTTTTTTTTTTCTGAGACAGAGTCTCACT 
CTGTCACCCAGGCTGGAGTGCAGTGGCGCGATCTCAGCTCACTGCAACCTCTGCCTCCCGGAT 
TTAAGCGATTCTTCTGCCTCAGCCTCCCGAGTAGCTGGGACTACAGGTGTGCCACCACGCCTG 
GCTGATTTTTGTATTTTTAGTAGAGATGGGGTTTCACCATACTGGCTAGGCTGGTCTCGAATT 
CCTGACCTCAGGTGATCCACCCACCTCGGCTTCCCAAAGTGCTAGGATTATAGGCTTGAGCTA 
CTGCGCCCGGCCCATGGTGTTTTTCTTTAGGGCTCTTCCTACAGCCTTGAGAAGTAGATAGGC 
ATCAGAGTATGGTACTATAGGAATCAGAAAAATTCAAAAC/^AATGTGGATTAAGTGTTTAGGC 
TCTATGTGGCTCACGCAGCCAGAATCCTTAAGTCTGTGTGTTTCTGTGTCTCAAGACTGGGCT 
CACATTCTGGCTTTGTCCATAACAATGCTCTGGGATTTCAGGGAGTTCCCTCATTTGTAAAAT 
GAGGGGGTCAGAGCAGGTGATATCCATGTTTCTTCCCTTTCTGATATTGTTGTCTGTGGCATA 
TTCTTTGTATGGCGAATTTAATAAATTATATTAATGTGTCA 
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FIGURE 74 

MNGTRNWCTLVDVHPEDQAAAGRKTYAMVSSHSAGHSLASELVESHDGHEEIIKVYLKGRSGD 
KMIHEKNINQLKSEVQYIQEARNCLQKLREDISSKLDRNLGDSLHRQEIQVVLEKPNGFSQSP 
TALYSSPPEVDTCINEDVESLRKTVQDLLAKLQEAKRQHQSDCVAFEVTLSRYQREAEQSNVA 
LQREEDRCPE 

lmport:an't fea-bures of t:he protexn: 
Signal pep'blde: 

amino acids 1-39 

N-glycosylatlon sitie. 

amino acids 2-6 

Am±dat:xon si-be . 

amino acids 21-25 
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FIGURE 75 

GCTTGCACACATGGCTCCGGAGGCTCCGGTTGCCCATCCGAGCCCCTGCCAGGCTCTAACGTTCCCAACTGACAA 
CACCAGTAACTAAATATAGGAGCAGATGGTGGGGACGGGCTGTCGCAGCGGCTCCTTTGCAGAGGTCTCCGGACT 
GCAGATAAGGCTCAGGCCCTTTTGTGAGAAGCAGACCAGCCTGGGGGCTGGCGGCAGGACACCTGTGTCTGCATG 
CTGAAGAAGATGGGTGAGGCCGTGGCCAGAGTAGCAAGGAAGGTCAACGAGACGGTGGAGAGCGGCTCTGACACT 
CTGGACCTGGCCGAGTGCAAGCTGGTCTCCTTTCCCATTGGCATCTACAAGGTCCTGCGGAATGTCTCTGGCCAG 
ATCCACCTCATCACCCTGGCTAACAACGAGCTTAAGTCCCTCACCAGCAAGTTCATGACCACATTCAGTCAGCTC 
CGAGAGCTCCACCTGGAGGGGAACTTCCTACACCGCCTCCCCAGCGAGGTCAGTGCCCTGCAGCACCTCAAGGCC 
ATTGACCTGTCCCGGAACCAGTTCCAGGACTTCCCTGAGCAGCTTACCGCCCTGCCGGCGCTGGAGACCATCAAC 
CTGGAGGAGAACGAGATCGTAGATGTGCCCGTGGAGAAGCTGGCCGCCATGCCAGCCTTGCGCAGCATCAACCTC 
CGCTTCAACCCACTCAACGCCGAGGTGCGCGTGATCGCCCCGCCGCTCATCAAGTTTGACATGCTCATGTCTCCG 
GAAGGCGCAAGAGCCCCCCTACCTTAGGCCACCCTCCTCATGCCCACCCAGCAAGGGACAGAGGCCACAGGCCTG 
GAACCCTGGAAGGGAGGGAGGCCCATGGGAGGCCAAGCCTGGGGGCTGGGGGCGGGTGGGCCGAGCAGCACGTGG 
TGGGTGGGGTGCAGCTGGTCTGGATAGATAGCTTACAGCAGTAGTGGGCTCTGGAATGCCCAAGGGAAGAGGCAA 
GGTGGGGCCTGCAGCCTGGACTCGGCACTCACAGCTGCTGTGCAAACTCAGGCAGATCTCCTGCCCTCTCTGAGC 
CTTGTCACTTGAAAAAAACAGGACCCTTTCCCTCCTTTGGGCTCCCTGGAGGTTTTTAAGCAGTACGTGCCTCCA 
AGTTACCTCCAGATCAGCAGGCACAGGTGGGCATTGCCAGGTATTTTCTGAGCCCCTGCGGGTTTGAGGCCTTGT 
TTTTAGTGCTGAGAGCCAGTTGCTGCCCTGAGAAGAGAAGACAACCTCCATCTATTTATTGCTTCCTGAGAACTG 
ACCTGGATGCGGCCCTCTGCAGGGCCCAGTCTTCAGTCCTGTGGTCCCTGGACTGGTGGGAACCTGAACTAGGAG 
TCCTGGGAGAGCTGTGGTGGGAATATGGGCTGGCACTGCTGCAGGGCAAGAACATTCATGTAGGAGCCCGAGGAC 
CANCANGCTGGGAATGGGGAGCAAGTCACGTCAGCTCTGTCATTCCCCACAGTTAACAAATTGGCGGGGTGGGAA 
GTCCTGAGTGCTCCGTCCCTCTAGCATCACTCCTGAGCTGCGGGAGAGGTGGCCCAGAGAACAGCAGAGTCAGTT 
ACACCTGCAGCTCTTGTCTAAAGTGATTAGATGGCCACCCTCACCACTGTCCAGTCCAGCAGCAGCCTGGCTGCC 
TTGTCATGGCCTCCTGGGGGCAGAAGGCGATGTGGACCACGGGATTTGTAGCCAGCCAGCTCCCAGGCCAACGCC 
CAAAGCCCTGATGACCTGGTTCTTCTGAGGCCCTCAACCTGGCATCTTAGGGTATGGTCAGGCAACAGGGTGACC 
AGCTGTCCTGGTTTCCCAGGACATGGAACTTTCAATGCTAAAACTGGGACATTACCCAGCAAGTGGGGATGGTTG 
GTCCCCTACCAGGAGAGGGCCTGGGGCTCTTGCTTCCCGAGAACGCCTGTGGCTTGAAGAACCTTGACTGCTTGG 
TCCTCAGGTATCTACCTCCCACCTTCTCCTCATCTGTGGAGCAAGCCAACTCAGTGCCCCAGACCCCACCTGATC 
TGCATCTTTGTTTGCTCCAGAGACACCTGAGGCCCCAGAGCTTGAGGCAAAGCCAGGCCGTCCAAATCCTGTGTG 
CCGTGGACGAGTGGCCACTTTACTACTCCTAAGGCTAAGATGTTGAGAGCTCAGACCACTGCTCAGAGCAGTAAT 
CCCTGCTCAGAATGCTCCCAGTTCCCTCGTCCCTGCCCAGGTCTCTTGTCTCTTGGGAAGGAACTGATAGGTCGG 
GCCATTGTTGGGCCATCACTGAGCGCTCAGTATCTCAAGAGACTCTGTTCATTCTGCTCGTATCCCAAGGCCTGG 
TTGGTCAAACTCTGGGCAAAGGGTTTTCAGGATGAGGAGGTCAAGACAGGATGTCCAGAGCTACCGAGTTCATCT 
GTGGGTGTTGGGGGCAAGTGGGGGCTGAAGTCCTGTGCAGGCTGCGCTGGCCCCACCTGCCTTGTGCCCTGGAGT 
GGGGTTTCTCCTTGTTGAAGAAGAGGCATCCTTCTCTGATGTGCACAAACACAATGTATGACCAGAGCCTTGCAA 
CTCAAAGTGTGGTCTGTGGACCAGCAGCGGCAGTGACACCTGGGAGCTTGTTAGGAATGCAGAGTCTAGGCCTCA 
CCCTATACCTCCCGACTCAGACCCTGCATTTTAGCAAGACCCCCAGCTGATTCCTATAAGCACTTTAGAGTTTGA 
GAAGCAAGGACCTAGGCTGGGGATGTCCTCCGAGCAGAGGGTGAAGTTTCTCTCAGTTCTCTCCCTGCCACTTCC 
AGGGATCTGAGCCTGTGTTCAGCCTCCTCCCTAACCCACCCTGGGAGACACTTGGCCTGTTAGATTGTTCCAGAG 
TCTGCATGGCACTCCTGAAGAAGGGAGTGTGACCTGCAGTCACCAGGAGATGAGGGTTAGGTGTGCCCAGCCCTC 
CAGACCCGGCCTTTCTGGTTAACCCCTGCATGCCAAGCTGCCTGCTGCCCCAGGTCCTCACCTCAGGCCTTTGAA 
GGGGCAGCTTCTGGAAGTTGTTTTCTCCTCTGCTTGGAGAGTTTGCCCTTGTCTGTCTTGGAAAGTGTGGGCAGC 
CACAGATGCCCCCAAATCAGAGCTCACAGTGAGTGAGCCCCTAAGCTTCAGTCTGCAATAAAGAATGCATTGGTT 
TCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA7\AAAAAAAA 
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FIGURE 76 

MLKKMGEAVARVARKVNETVESGSDTLDLAECKLVSFPIGIYKVLRNVSGQIHLITLANNELK 
SLTSKFMTTFSQLRELHLEGNFLHRLPSEVSALQHLKAIDLSRNQFQDFPEQLTALPALETIN 
LEENEIVDVPVEKLAAMPALRSINLRFNPLNAEVRVIAPPLIKFDMLMSPEGARAPLP 

Iittportani: £eat:ures of t:he protein: 
K-glycosylatxon sites . 

amino acids 17-21, 47-51 
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FIGURE 77 

CACCAACAAGCAATCGTTCATGAGAAAGCCGTGCACCCGCTGCAGTTGGGCCATGTGGTCCGCATCGTATTCCAC 
TAGGTCCCCATTGTACACCTU^GTACTGTCCCGGCGTCTCCAGCAGATGCCTGCAGCCTTCCACCTTCTCAAGCAG 
GGTGGTGTGAGTGCGCTGCTTTCCTTCCTCGCCTGGACCGGAGCCGTCGCGGGAGGCACCCCCGGGGGTGGAGAA 
AAAGCCGGCCTGGCCTCGGAGGTGGTCTCGGCCCCCCGCCCCACCGACTCCCTCCTCCCCTCCAGAGGCGGCGGC 
GGCTCCGGCGGCAGCAGCGGCAGGCAGCAACGTAAGCGGGATGCTCTCCAGGCTGCTTTTCTGCTCGGTCAGCAA 
ATGGCTGAGCTGGTACATCTCGCTCTCCAGGTAGGAGATCTCGCGGGCCGTCTCTATGAACTGCCGGTAGTTCTG 
GTAGACGTTGCGCTTCAGGTTCTGCGCCGTCTCCTCCGCCAGCGCCTGGATGCGCTGCCGGTGCTCCTGGAGGTC 
CCGGTCCCCATCCGACTGCTGCGAGAGCTGCTTCACGTACAGCCGCGCCTCAAAACCCCCTGACTCCAGCTGCCG 
ACGCAGGCGGCTCGCCCCACTGTCCGACATCGCCATCGCCATTTCTCTCCGGGTCTCACGCACTCACTGTCACTA 
TCGGCGCCGCAGCCGCCGCGGCTGTCTAGACCCACCCAAGGCCAACCGAGCTCCTGGGCTGAGGAAGCAGGAATG 
GGAACGAGACGAGTACGCCTGCGCCGGGTCTGAGCGTCAGACACTGCGCCTGCGC7\AGTGGGCCGAGCGCAGACA 
TTGCGCCTGCGCAGCAATGCCATCGGTTAAAGCGCATGCGCAAGATGAGCTATTGCGGAAGTGAGGGGAGGGAGA 
GGCCGAGAGAAATTTCGGTACTGCGCATGAACCGAGCGTGACGTTGAGGTTTGAAATAACCGGCAAAGAGTAAAG 
GCTGAAACTAGCTTCCTGAAAGCTTCGTAGGGCCCGAGCCCTGTGAGCCCAGGTTCTGCGCCCACTAGGAGGTGT 
CATGCTGACTGCTTTTTTTAAAGCCCTAGAATCCTTGGCTTCGGCGTTTGGGGTAAGCTCCGTTCTCGTTCTCAA 
GCGGGTTTCCGCGAACTCTCGCGGGATTGACGGGCCGTCTCGAGAGCCGGCATCTCCTAGGAGCTAGTCCTGGTC 
CTCGGCTAGGCGGCTTGGGGTCGCGGCGTAACTGGGGAGCCAGCCTGACGCCGGCGGACCCCGCCTGTGATCCTG 
GCAACGAT6GATGATGACTTGATGTTGGCACTGCGGCTTCAGGAGGAGTGGAACTTGCAGGAGGCGGAGCGCGAT 
CATGCCCAGGAGTCCCTGTCGCTAGTGGACGCGTCGTGGGAGTTGGTGGACCCCACACCGGACTTGCAGGCACTG 
TTTGTTCAGTTTAACGACCAATTCTTCTGGGGCCAGCTGGAGGCCGTCGAGGTGAAGTGGAGCGTGCGAATGACC 
CTGTGTGCTGGGATATGCAGCTATGAAGGGAAGGGTGGAATGTGTTCCATCCGTCTCAGCGAACCCCTTTTGAAG 
TTGAGGCCAAGAAAGGATCTTGTAGAGACCCTCCTGCATGAAATGATACATGCCTATTTATTTGTCACTAATAAC 
GACAAAGACCGAGAAGGGCATGGTCCAGAATTTTGTAAACATATGCATCGCATCAACAGCCTGACTGGAGCCAAT 
ATAACGGTATACCATACTTTTCACGATGAGGTGGATGAGTATCGGCGACACTGGTGGCGCTGCAATGGGCCGTGC 
CAGCACAGGCCACCGTATTACGGCTATGTCAAACGAGCTACTAACAGGGAACCCTCTGCTCATGACTATTGGTGG 
GCTGAGCACCAGAAAACCTGTGGAGGCACTTACATAAAAATCAAGGAACCAGAGAATTACTCAAAAAAAGGCAAA 
GGAAAGGCAAAACTAGGAAAGGAACCAGTATTGGCCGCAGAGAATAAAGGTACCTTCGTGTATATTCTTCTGATT 
TTTATG TGA CCATAGCTATGATGTAAA6ACAATACTGTCCTTCAGAGAACTGGTATTAAGATAAACTTAAGGATC 
GTTTCTGGTGTAG7U^GTCTTCAAGTGTAGACTTAAGGAAAAAATCCCACTGTCCATG7\AATGATGGTAGGAAAAC 
AGACTTTGCTCTGTACAGAAGTAAGTAAAAGTAGGAATAGTTTCCATGGATATTTTTATTTTTATTAACTTTTTT 
CAGTTTCTTTTTATTCAAAGAAACAAAATTCAATCTCTGATAATATTTGAGGT7\AAGTTCCTTTCCCTATCTTGA 
CTCACTGAGTTATTAGGAAACAGAAGGCAAAAAGATTGTCAAAATAAAAACAATAATTCAAGTAACAATGCCCGG 
AATATACGTCCTAACTACACCCCTTCCTATCAGCTGGATTCTATCCAAGTGACTCTATTGATGTATGTATGTTCA 
TTCAAAGAATGGGAAAAGGATATGACATATATTTGCCAGTACTTCATCTTCAAGATTTACCCTTTTCCTGTG7VAG 
TTCAGAGTTACTGAAGATGCTTCTTCCCTTGGGAAGTTGTTGACCCAAGAACATAGGTTATATTTCCCAAATCTT 
TAATTATTGAGTGAAAGAGCTATAGATGAATTGATATGGAAAGACCGTATCTTCATTTTCGTGAGTAGAAGGAAA 
GATAAGAATGAGGCAGCAGATTTTCCCTCCTGGAATTACACATAAAGGACACTAAGCAATTTTCAAGGTAAATGT 
TGCCTTGTTGTTGGTCTTTGGCATGATAAGATTCTTTATTTAAATATGAGAGAATTTTTTTTTATCCTTTATATT 
CTCTCAATATCAGAACTCCTGAATTCTGAAGATTGCCCTCCTCCCATTAATAGGATTGTATGGATGTAAGATGGA 
AT7\AAATACTAGTTCTTCATTTTGAGAAAACTGTACATTAGTTTAATGTTTGTTACTGTATTTCTTTTGAGTTGA 
GGCACTTACATAACAATCTTCTTTGCTTTTTTGGCAGATAAACCCAACAGAGGTGAGGCCCAGCTAGTAATCCCT 
TTTAGTGGGAAAGGATATGTTCTAGGAGAAACAAGCAATTTACCTTCACCTGGGAAACTGATCACTTCACATGCC 
ATTAATAA7U\CCCAAGATCTTTTAAATCAAAACCATTCAGCAAATGCTGTAAGACCTAATTCTAAAATCAAGGTG 
AAATTTGAACAGAATGGTTCAAGTAAAAATTCTCATCTGGTCTCCCCTGCTGTTAGTAACAGTCACCAAAATGTT 
CTAAGCAACTACTTTCCTAGAGTATCATTTGCCT^CCAAAAGGCTTTCAGAGGTGTGAATGGATCTCCAAGGATA 
AGTGTAACAGTTGGCAACATCCCTAAi\AACTCAGTCTCTTCTAGTTCTCAGAGAAGGGTTTCATCTTCTAAGATA 
TCCCTAAGAAATTCTTCAAAAGTAACGGAATCAGCATCTGTGATGCCATCCCAGGATGTGAGTGGGTCTGAAGAT 
ACATTCCCAAATAT^CGACCTAGGCTAGAAGATAAAAAAAAA 
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FIGURE 78 

MDDDLMLALRLQEEWNLQEAERDHAQESLSLVDASWELVDPTPDLQALFVQFNDQFFWGQLEA 
VEVKWSVRMTLCAGICSYEGKGGMCSIRLSEPLLKLRPRKDLVETLLHEMIHAYLFVTNNDKD 
REGHGPEFCKHMHRINSLTGANITVYHTFHDEVDEYRRHWWRCNGPCQHRPPYYGYVKRATNR 
EPSAHDYWWAEHQKTCGGTYIKIKEPENYSKKGKGKAKLGKEPVLAAENKGTFVYILLIFM 

Import^ant fea^tures of t:he pro-teln: 
Signal peptide: 

amino acids 1-41 

N-glycosyla'tlon sl'tes . 

amino acids 148-151, 217-220 

cAMP* and cGMP-dependent: protein kinase phosphorylat:ion sit:e. 

amino acids 184-187 

Casein kinase II phosphoiryla^tion sites . 

amino acids 30-33, 121-124, 154-157, 187-190, 192-195 

Tyrosine kinase phosphozrj^lat:ion site* 

amino acids 211-218 

N-myristeylation sites. 

amino acids 59-64, 85-90, 146-151 

Neu'tral zinc metellopept:idases , zinc*-binding region signature. 

amino acids 108-117 



BNSOCXilD: <WO ^0140466A2.L> 



wo 01/40466 



PCT/USOO/32678 



79/550 

FIGURE 79 

CGGACGCGTGGGTGGCAACCAGGAGAAGCCAAACTTGGTCCCCCGGCTCGCGGAGTGCCTGCG 
AGCGGTGCTCATGGCGCTCTATGAGGTCTTCTCTCACCCGGTCGAGCGCAGTTACCGCGCGGG 
GCTCTGCTCCT^AAGCCGCGCTGTTCCTGCTGCTGGCCGCTGCGCTCACGTACATCCCGCCGCT 
GCTGGTGGCCTTCCGGAGCCACGGGTTTTGGCTGAAGCGGAGCAGCTACGAGGAGCAGCCGAC 
CGTGCGCTTCCAACACCAGGTGCTGCTCGTGGCCCTGCTCGGACCCGAAAGCGACGGGTTCCT 
CGCCTGGAGCACGTTCCCCGCCTTCAACCGGCTGCAAGGGGATCGCCTGCGCGTCCCGCTCGT 
TTCGACTAGAGAAGAAGACAGGAACCAGGATGGGAAGACGGACATGTTACATTTTAAGCTGGA 
GCTTCCCCTGCAGTCCACGGAGCACGTTCTCGGTGTGCAGCTCATCCTGACTTTCTCCTATCG 
ATTACACAGGATGGCGACCCTCGTGATGCAGAGCATGGCGTTTCTCCAGTCCTCCTTTCCTGT 
CCCGGGATCCCAGTTATACGTGAACGGAGACCTGAGGCTGCAGCAGAAGCAGCCGCTGAGCTG 
TGGTGGCCTAGATGCCCGATACAACATATCCGTGATCAACGGGACCAGCCCCTTTGCCTATGA 
CTACGACCTCACCCATATTGTTGCTGCCTACCAGGAGAGGAACGTTACCACCGTCCTGAATGA 
TCCCAACCCCATCTGGCTGGTGGGCAGGGCCGCAGATGCTCCATTTGTGATTAATGCTATCAT 
CCGATACCCTGTGGAAGTCATTTCTTATCAGCCAGGATTCTGGGAGATGGTAAAGTTCGCCTG 
GGTACAGTATGTCAGCATCCTGCTTATCTTCCTCTGGGTGTTTGAAAGAATCAAGATCTTCGT 
GTTTCAGAATCAGGTGGTGACCACCATTCCTGTGACAGTGACGCCCCGGGGAGACTTGTGTAA 
GGAGCACTTATCCTAGAAAGGCCATTTCTGAAGACTCAGCAGGACCGTGGCTGCCTCATTGTC 
ATCTTCTGGGAACATCTTAGGACCTTTTGAAAGAGCCCAGCGGACACCTGCGGGCTTGTGTGC 
TTTTCCCTCAGAGACAACGGTTCTTTCCGGTTTTGCTCTACACAGTTCCGTATCTTCAGAGCT 
CCTGCAGAATTGTCAGGGACTAGTTTGTGGAAAGGTCTGAGAGTTCCTGGAGGCTATAATTAG 
CTTTTTGGGTTTTCCTTCTTTGCCTTAGCGTTGAATTTCAGGAGAAAATTGCAGTCAGTTCAG 
ACATCTTGGAAAGAGTCCCATCTCTGGTCAAGCAGAGACTTTTCCTCTGTTGAACTGAGGAAC 
ACACTGTGCATTTCTTCCTTCTGTTGTGAGCCACTCTTACTCTTTTCAGGGCTCTCTTGTGAC 
AAACATGCCAATCACTAGCACTTTGCACCCCTGGGCTTCTCCATTTCCCATTCACAGCTTTGA 
TTTCCAGAGCTGAGGCCTTTAACTGGAGACCTGGAGGGGCAGGGCCCAAGGGC7VAGGGCCGCA 
TTAGCACAGGCAATCAGGGAGGGCCGCTGT^GGACACTTGGACCGTCCACCTGCCCCAGCCCA 
ACAGTCAGTCATCTGTCATCAGCTCAGCTGAGCAGCCCTGGATCTTTGCCGTACTGTGACTGG 
GCTCTTTGCCCTATTTTTCCCTCTGTCTGTGCCCCTGGATGGCAGGCTGAAGTCAGAGGGGCT 
GTTTCATTCTCAGCCCCCTCAGCAGCACTGGGGGAAGAAAGCATTGTCACAACAGGTTCTTTC 
TGGCCCTCACCCAACAGCCTGGGCACTTGGCCCTCCTCCTCCTTGACAGCCCTCCCCCTTCCT 
GCAAAGGACAGGGGCGACAGGGGTTGGTGTTGGGATTGGCTCCCGCTGCCTGACAACCACAAG 
TTTATTTGGAAGGCTAGCGGGAAGCCCAGCGGCTGGCGTTTCCCTTGACTAAGGAACAGGGTG 
CCCATCAGAGTGGGGCGGGCAGCTTTGGGTVAGGACACAAGAAGCAGTAAGAGTGTAAAGAGGA 
TGCTGGCCTGGGCAGGCCAGTCCAGCCTGGCCACTAGCAGAATACCAAGCAGTCCAGTGGATT 
ACCCTCGTGGCTAAGCAAGTGTCTGCAGGAGCAGAGATGGCTGGAAGGGGCCTCTGCACACGG 
AAGATGGCTTGTTCAGCCCATTCACCTCCTGAGGATGTGGGCAGTCTCCTCCAAGAACACATG 
GAGCTGCTTCCTGATCCCAAGCAGGTCATTGCCACTGGAAGGACATGGCCCCGGTGATCCATG 
CTTCATGCCCACCCAGAAACACACCCCTCAGTGTGTGCCTCAGTTTACTTTGGAGATCAGTTG 
TCGTTTTTAGTGCTCCTTTAGGCTTACTAAAACAGTTTTGGAAACAAAGCTATTTTGAAGTAT 
TCAAGCAGAGGAATTCCCTAACACTGACCCCCTTGTCTTTTTTTAATATTCAGGCTGTTTTAT 
ATGCCTAAATTTTTTTCTTAAGATCTAAACGAAAAATAGTTTCTTGTTTAAATTCACATAAGG 
CAATGAGATATGGAAAGATGACAAGATACGTATAAACATTGGTTTGCATCTTATTAAATTATT 
CTAATGCAAATCTTGTATAAAGAACCCATGATGTTTTGTAACTTTCTAATTAAAATGTTCAAA 
ATGAG 
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FIGURE 80 

MALYEVFSHPVERSYRAGLCSKAALFLLLAAALTYIPPLLVAFRSHGFWLKRSSYEEQPTVRF 
QHQVLLVALLGPESDGFLAWSTFPAFNRLQGDRLRVPLVSTREEDRNQDGKTDMLHFKLELPL 
QSTEHVLGVQLILTFSYRLHRMATLVMQSMAFLQSSFPVPGSQLYVNGDLRLQQKQPLSCGGL 
DARYNISVINGTSPFAYDYDLTHIVAAYQERNVTTVLNDPNPIWLVGRAADAPFVINAIIRYP 
VEVISYQPGFWEMVKFAWVQYVSILLIFLWVFERIKIFVFQNQVVTTIPVTVTPRGDLCKEHLS 

Import.ant features of the protein: 
Signal peptide: 

amino acids 1-34 

Transmembrane domain: 

amino acids 268-284 

N-glycosylatlon sites . 

amino acids 194-198, 199-203, 221-225 

cAMP- and cGMP -dependent protein kinase phosphorylation site. 

amino acids 51-55 

Tyrosine kinase phosphorylation site. 

amino acids 250-259 

N-myristoylation site. 

amino acids 187-193 

Cell attachment sequence. 

amino acids 307-310 
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FIGURE 81 

GCCGGGAGCTTCCCTGATGGTGCCGCCGCCTCCGAGCCGGGGAGGAGCTGCCAGGGGCCAGCTGGGCAGGAGCCT 
GGGTCCGCTGCTGCTGCTCCTGGCGTTGGGACACACGTGGACCTACAGAGAGGAGCCGGAGGACGGCGACAGAGA 
AATCTGCTCAGAGAGCAAAATCGCGACGACTAAATACCCGTGTCTGT^GTCTTCAGGCGAGCTCACCACATGCTA 
CAGGAAAAAGTGCTGCAAAGGATAT7WVTTTGTTCTTGGACAATGCATCCCAGAAGATTACGACGTTTGTGCCGA 
GGCTCCCTGTGAACAGCAGTGCACGGACAACTTTGGCCGAGTGCTGTGTACTTGTTATCCGGGATACCGATATGA 
CCGGGAGAGACACCGGAAGCGGGAGAAGCCATACTGTCTGGATATTGATGAGTGTGCCAGCAGCAATGGGACGCT 
GTGTGCCCACATCTGCATCAATACCTTGGGCAGCTACCGCTGCGAGTGCCGGGAAGGCTACATCCGGGAAGATGA 
TGGGAAGACATGTACCAGGGGAGACAAATATCCCAATGACACTGGCCATGAGAAGTCTGAGAACATGGTGAAAGC 
CGGAACTTGCTGTGCCACATGCAAGGAGTTCTACCAGATGAAGCAGACCGTGCTGCAGCTGAAGCAAAAGATTGC 
TCTGCTCCCCAACAATGCAGCTGACCTGGGCAAGTATATCACTGGTGACAAGGTGCTGGCCTCT^AACACCTACCT 
TCCAGGACCTCCTGGCCTGCCTGGGGGCCAGGGCCCTCCCGGCTCACCAGGACCAAAGGGAAGCCCAGGCTTCCC 
CGGTATGCCAGGCCCTCCTGGGCAGCCCGGCCCACGGGGCTCAATGGGACCCATGGGACCATCTCCTGATCTGTC 
CCACATTAAGCAAGGCCGGAGGGGCCCTGTGGGTCCACCAGGGGCACCAGGAAGAGATGGTTCTAAGGGGGAGAG 
AGGAGCGCCTGGGCCCAGAGGGTCTCCAGGACCCCCTGGTTCTTTCGACTTCCTGCTACTTATGCTGGCTGACAT 
CCGCAATGACATCACTGAGCTGCAGGAAAAGGTGTTCGGGCACCGGACTCACTCTTCAGCAGAGGAGTTCCCTTT 
ACCTCAGGAATTTCCCAGCTACCCAGAAGCCATGGACCTGGGCTCTGGAGATGACCATCCAAGAAGAACTGAGAC 
AAGAGACTTGAGAGCCCCCAGAGACTTCTACCCATAGCACATCCCAACACCGTCACGCCAAAGGAAGAGAAAGAT 
CAACTCACCTGCAGTTAAACCATCTAAAGAGAAGAAAGACCACTGGAGACCTAGAAAACATACATTTTTCTCTTC 
TCTTCTCCTGACGTCTCTCCACTCCTCTTCTTCCAAATACGATGCTATTTTCAGAGTCCCCTCCTAGGCCTGCAG 
ACATGAGGGAGTGAATGATTGATTTACCTGCTTCTCACTAAGAGTCCATTGGGGTGGTTTGCATTGTAACTTTTC 
TTTTACATCCTATTTTTCCAGGAACTTTGGATTTAAGTACTCTCACAGTGTCTTAAATCATAAATTCTTGAAGTT 
AAATTTGGCAGAGTATCAAAAGGGGGAAAATGACAAAGTGAGCTCTAAGAAAATGTGAGGCTACTTCTAAGATGT 
GTGTTCACAATAGACCATAACTCCTCTAGTATCAAAATTGGGGCTCTTCAGTTAAAAAGGGGTGGGGAGGACAAA 
CGTGTCGATGTGCTTTGGTGGAGAATTTTTTCCTTGTGCTTCTAGTAGACTTTAAATATTGTATCCCTTTGTCAA 
ACCTTGTTTCCCAAATTCAATT7VAAGAGAGGAGAGAATTGAATGGCGTTTAGAGAAGATAGAAAAGAATCACAGT 
CATATATTTACTGTTATATAGATTGCCACATTCTAAAATTCAAATACGGTGCTTAAGGTTTCATGCCATGCTTAT 
CTGTAAGTATCCTATTTAGGGAAGAAGATTAAACTCTCTTTTCAAAAAAACATU^GTGAAATGCCTGGATTCACAT 
TAAAACAATGGGCTCTCGTTTGCTATAATATTTTAAAGCTGTTTAATCAACAGTGGAGTCTGCTCTATAAATATA 
GATTATTTGTTCAATAAACTGGCTGAGCTTAGAGAGAGGTGCAGAATTCCTGGTTCTGAGCAGGTGCCCAGAAGG 
TACCATTAGGTGCCATGATCCAGGCTGAACCAATATACAGTGGGGCTGAAGTCTGCAAGGAGGTTGCTGGCTTGG 
GCTGACCTCACTAATGCCATCAGCAGCGGTAGGTAAATTTTTTCTCCTTGGGTATTACAAGTTTTTGTCTGGAGC 
CAACCAAGCTTGCCACCAACATATTGAGAGTAATACACTATTGAAAGTTATCTTGGATGGGGAGAAAAAAAAATA 
GTGGTTTTCCTTGTTTGCAAAAACTTCCTTCCTATTCTCATTTTTTCTTAATTTTCTTTAATTTAGTCCAAGTTC 
CAGTTCTTTTAGGCCTTCTCTTTGATTTATTTTCCCCTGCATGTGAGAAGCAGTTCAGAAAAAGGTCTATATCTC 
CACCTCCTAGTGAGTTAGAGTGTTTTCTCAGAGCACCTCTGGGTGGCAAAGGGAAGCATGTTCCTGCCAAGGTTT 
GCTGTGGATTCAGAAGCACCAGGAGCAAGAGACCAGAAGGATGATCTGCTCCTTTGTAACGTTGTTGAGGGCCCT 
CTTGTTTCCAATGAGCAGCTTATAGGTTACTCACAGTCCACTTTCTCACTGGACACACAAAGTGGCTCTTTATCT 
ACCTTTGCGGGAGATTTTCACTCTCCTGCAAATGATCGTTCTCACACTCATATTAGCTCATGTTGGAATTTCCCA 
TCCTGCCATGTCCTTTCCCATTTCTTTTTGGCTTTTTTGCCTCCACCTTTTAGCCCACATCATTTAACTCCACTA 
CTGTGAAAGCTTGCTTAAAGAAAATCCCTCTTGGCCGGGTGTGGTAGCCCACGCCTCTAATCCCAGCACTTTGGG 
AGGCTGAGGCGGGGAGATCACAAGGTCAGGAGATCGAGACCAGCCTGACCAACATGGTGAAACCCTGTCTCTACT 
AAAAATACAAAAATTAGCTGGGCGTGTTGGCACACACCTGTAATCCCAGCTACTCAGGAGGCTGAGGCAGGAGAA 
TTACTTTAACCTGCGGGGGGAGCCTAGATTGCGCTACTGCACTCCAGCCTAGGCAACAGAGGGAGACTCTGTCTC 
ATTAAAAA 
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FIGURE 82 

MVPPPPSRGGAARGQLGRSLGPLLLLLALGHTWTYREEPEDGDREICSESKIATTKYPCLKSS 
GELTTCYRKKCCKGYKFVLGQCIPEDYDVCAEAPCEQQCTDNFGRVLCTCYPGYRYDRERHRK 
REKPYCLDIDECASSNGTLCAHICINTLGSYRCECREGYIREDDGKTCTRGDKYPNDTGHEKS 
ENMVKAGTCCATCKEFYQMKQTVLQLKQKIALLPNNAADLGKYITGDKVLASNTYLPGPPGLP 
GGQGPPGSPGPKGSPGFPGMPGPPGQPGPRGSMGPMGPSPDLSHIKQGRRGPVGPPGAPGRDG 
SKGERGAPGPRGSPGPPGSFDFLLLMLADIRNDITELQEKVFGHRTHSSAEEFPLPQEFPSYP 
EAMDLGSGDDHPRRTETRDLRAPRDFYP 

Xmport:an1: £eat:ures o£ the protein: 
Signal peptide: 
amino acids 1-34 
N-glycosylatlon sites . 
amino acids 142-148, 182-188 
Tyrosine kinase phosphorylation site, 
amino acids 125-132 
N-myrlstoylatlon sites . 

amino acids 10-16, 143-149, 155-161, 196-202, 250-256 
Amldatlon slte« 

amino acids 299-303 

Aspartlc acid and asparaglne hydroxylatlon site. 

amino acids 150-162 
Cell attachment sequence, 
amino acids 176-179 
Clq domain proteins . 

amino acids 247-280 

Calclum-blndlng EGF-llke domain proteins pattern proteins. 

amino acids 144-165 
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FIGURE 83 

ATCTGAGTGAGCTAACTGACACAATGAAACTGTCAGGCATGTTTCTGCTCCTCTCTCTGGCTC 
TTTTCTGCTTTTTAACAGGTGTCTTCAGTCAGGGAGGACAGGTTGACTGTGGTGAGTTCCAGG 
ACCCCAAGGTCTACTGCACTCGGGAATCTAACCCACACTGTGGCTCTGATGGCCAGACATATG 
GCAATAAATGTGCCTTCTGTAAGGCCATAGTGAAAAGTGGTGGAAAGATTAGCCTAAAGCATC 
CTGGAAAATGC TGA GTTAAAGCCAATGTTTCTTGGTGACTTGCCAGCTTTTGCAGCCTTCTTT 
TCTCACTTCTGCTTATACTTTTGCTGGTGGATTCCTTTAATTCATAAAGACATACCTACTCTG 
CCTGGGTCTTGAGGAGTTCAATGTATGTCTATTTCTCTTGATTCACTTGTCAATAAAGTACATTC 
TGCAAAAGCAAAAA 
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FIGURE 84 

MKLSGMFLLLSLALFCFLTGVFSQGGQVDCGEFQDPKVYCTRESNPHCGSDGQTYGNKCAFCK 
AIVKSGGKISLKHPGKC 

Iznpor'tani: £eat:ures of -the protein: 
Signal pep'txde: 

amino acids 1-23 

N-myrxsi:oylai:±on slbes • 

amino acids 26-32, 52-58, 56-62, 69-75 

Kazal serine proiiease lnhlbli:ors family slgna-kure. 

amino acids 40-63 
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FIGURE 85 

GGAGCAGACACACAGACCCGGGCCGGAGGCCCCTCTTCTAGCGCTGCGGGAACCGGACAGTTC 
CCCAACTGGGGACTCTGGAACCACAGCTCCTAAATCATCAAATTCTCAAGCTTTTTTTTTCCC 
TCTCTTCGTCCCAGCCATCCCAGTCTTCTTCTTCTTTTTTTTTTTTTTAACTTATTGTTTTTT 
TCGCTCCTGTCATTATGAAAGTGGTCACGCCATTCAATATTAAGACTTGGAGGGAATTGGGGA 
AAGAAAAGAAAGAATCTAAAAGAAGAGAAGCGACCGGTGCTTTTAAGGGTGTCTAATTTTCAA 
AAGAGACGTCTGGGAGTATTTTGCTCTGGGCGTTTGGAGCAACTTCGCGGACAGCGGAGCTCG 
CCCAGCATGGATGTTCCAGGTTCACAGGCGCCTTTCTTCTGAGAACGACCCTGGCCTTGAACG 
TCAGAGCCGGGGACGAAGGCCCCCGGAGGCTGCTGCGAGCTCCGCGCGTTCCTTCGCGCCCTT 
CCGCGCCGCTCGCGCCGGCGCCGGCCTCCACCCCCGCGCGCCGCCTCCCACCAGTCCCGATGC 
AGGCGCCCGGCCGGGGGCCACTCGGGCTGCGGCTGATGATGCCCGGGCGCCGGGGGGCGCTGC 
GCGAGCCTGGCGGCTGCGGATCCTGCCTGGGGGTGGCGCTGGCCCTGCTGTTGCTGCTACTGC 
CCGCCTGCTGCCCCGTGCGGGCGCAGAACGACACGGAGCCCATCGTGCTGGAGGGCAAGTGCC 
TGGTGGTGTGCGACTCCAGCCCGTCGGCGGACGGCGCCGTCACCTCCTCCCTAGGCATCTCCG 
TGCGCTCCGGCAGCGCCAAGGTGGCCTTCTCCGCCACGCGGAGCACCAACCACGAGCCGTCCG 
AGATGAGCAACCGCACCATGACCATCTATTTCGACCAGGTATTAGTAAATATTGGCAACCACT 
TTGATCTTGCTTCCAGTATATTTGTAGCACCGAGAAAAGGGATTTATAGCTTCAGCTTCCACG 
TGGTCAAAGTGTATAACAGACAAACCATCCAGGTCAGTTTAATGCAGAATGGCTACCCAGTGA 
TCTCGGCCTTTGCAGGAGACCAGGATGTCACCAGAGAAGCTGCTAGCAATGGCGTGCTGCTGC 
TCATGGAAAGGGAAGACAAAGTGCATCTC7VAACTTGAGAGAGGCAACCTCATGGGGGGCTGGA 
AATACTCCACATTCTCGGGCTTCTTGGTGTTTCCTCTATAAACACAGAGCCCCCTAGATGGTG 
GGGGAATGGCAAACTGGACCCAGGACTCCGCCCTTTAAAACACCCTGAACTTACTGGAATTGG 
ACACCTTGTTTCCAACCTCCGTCAGACTGTTGCAGTAGAAGAATGATTTCCTTTGAAACCTCC 
AGTACTTTTGTTTTTGTTTTTTGGAATACTGACAATTCCTCGGGAACCTGGCCTCTAATTAGT 
TTTAGATGACAAGGTCTTAAGGAGAAATGAAATTATCGATTTGAGCAATTTGTACCTGTGATT 
GTAAAGTCAATATCGGATTTTATTGTTGGGACCATGGACCTCTTTTGTTTGTATGTTGTATTG 
TCGTCCCAACGGAAGGAGAGCTCCTGACTCCAGGATGGGCTGCAGGTTGCAGTCAGGGCTTGA 
AGTAGGAGCCCAGCT^AAGAACCACCTGCTGGACAGTCCTTGACATGTGTTCTGTGTGTGTCTG 
TATAGCCTTAAGAAAAAGAATGGCTTCACTTTCATTCTGTATTCTTCCCCCCACCATGTGGCT 
GGGAGGACTTGGGAGGGGGATGGGGACATTGGGAACCTGTCAAGAAGTGCTTTATCCAGAGAA 
GCAAATTTTGCACGATTGGACTGCAATTTTTGTTTTGTATTGTTTGTGTTTTTTCTTGAAAAG 
CTTTACTTTTCTTTCCACACTCAGCTCTCCCTCCTCAACCCCACTTTTATTTTTCTTGCTGGG 
GTTGAGGAGAGAAAATATAGAATTCCTGGATAAGACCAAACAAAACAAAACATTAAAATACCT 
GTATGTTTTGTTTTAGACGAGACCAAACTAAACATUVAAGTATCTGTTTATCAAAGTAAAAGTA 
ACACAATGGACAATTCTGCTTATTCTCTCAT^GAGATTCTAAGATGCACCTTTAGAACTATTA 
ATAGCAACCTGCATTTTTTTTTAATTTATACTTCAGAATCCTTTAAGAACCTGGTGTTCCTGA 
GTGGTCCTGAATCATATAAGTTGGTAATGGAAGCTGTAATGACCAAGTCCCCTA7y\CATACTA 
TGTCTTTGCCACGTGTGCTGTGACTTCTCTGTGGGTGATTTAATTTATTTGGATCCACCTCTG 
AGTGAGCGCACAGTGATCAGGTGCTTCAAAGCCAACAGACCAGCTCCTCTTCCTCCGGATCCT 
CTTTTGATCTGCCCAGGAAAGGGATGCATTGACACTCTCCTGCATGCACCTGGCGAGAAGCCA 
CCTGAAAGTCACTGTGGTTAAAGATATTGGTGGAGGTACCCCAGGAGCACTGTTACAAATCCT 
TCTTGTTTTGGCATCTCGTACAACATTATTAAGACACAGCTGAGAGTTGATGGGTGTGT/^TG 
CATATGCCAAGGAAATGTCACTAATCCCAAAGCAATCAAAAAGGAGACCTCAAACCAGATGTT 
AATTTGTTCTTTGTGTAAC7VATGTAACCAAAATATTGATGATAAAAGTCATAATTTAAGATTC 
AGAATAAATGGGTTTGATGTCTGGCAAAAAAAAAAAAAAAA 
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FIGURE 86 

MQAPGRGPLGLRLMMPGRRGALREPGGCGSCLGVALALLLLLLPACCPVRAQNDTEPIVLEGK 
CLVVCDSSPSADGAVTSSLGISVRSGSAKVAFSATRSTNHEPSEMSNRTMTIYFDQVLVNIGN 
HFDLASSIFVAPRKGIYSFSFHVVKVYNRQTIQVSLMQNGYPVISAFAGDQDVTREAASNGVL 
LLMEREDKVHLKLERGNLMGGWKYSTFSGFLVFPL 

Important £eat;ures o£ -the protexn: 
Signal pep-bxde: 

amino acids 1-48 

N-glycosylation silies. 

amino acids 53-57, 110-114 

N-nQf3r±stoylation sities . 

amino acids 26-32, 27-33, 29-35, 33-39, 76-82, 205-211 

^ Ami.da'bxon site. 

amino acids 16-20 

Clq domain slgna-ture. 

amino acids 117-148 

Clq domain proteins . 

amino acids 115-14 9 
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FIGURE 87 

AGGGCCCGCGGGTGGAGAGAGCGACGCCCGAGGGGATGGCGGCAGCGTCCCGGAGCGCCTCTG 
GCTGGGCGCTACTGCTGCTGGTGGCACTTTGGCAGCAGCGCGCGGCCGGCTCCGGCGTCTTCC 
AGCTGCAGCTGCAGGAGTTCATCAACGAGCGCGGCGTACTGGCCAGTGGGCGGCCTTGCGAGC 
CCGGCTGCCGGACTTTCTTCCGCGTCTGCCTTAAGCACTTCCAGGCGGTCGTCTCGCCCGGAC 
CCTGCACCTTCGGGACCGTCTCCACGCCGGTATTGGGCACCAACTCCTTCGCTGTCCGGGACG 
ACAGTAGCGGCGGGGGGCGCAACCCTCTCCAACTGCCCTTCAATTTCACCTGGCCGGGTACCT 
TCTCGCTCATCATCGAAGCTTGGCACGCGCCAGGAGACGACCTGCGGCCAGAGGCCTTGCCAC 
CAGATGCACTCATCAGCAAGATCGCCATCCAGGGCTCCCTAGCTGTGGGTCAGAACTGGTTAT 
TGGATGAGCAAACCAGCACCCTCACAAGGCTGCGCTACTCTTACCGGGTCATCTGCAGTGACA 
ACTACTATGGAGACAACTGCTCCCGCCTGTGCAAGAAGCGCAATGACCACTTCGGCCACTATG 
TGTGCCAGCCAGATGGCAACTTGTCCTGCCTGCCCGGTTGGACTGGGGAATATTGCCAACAGC 
CTATCTGTCTTTCGGGCTGTCATGAACAGAATGGCTACTGCAGCAAGCCAGCAGAGTGCCTCT 
GCCGCCCAGGCTGGCAGGGCCGGCTGTGTAACGAATGCATCCCCCACAATGGCTGTCGCCACG 
GCACCTGCAGCACTCCCTGGCAATGTACTTGTGATGAGGGCTGGGGAGGCCTGTTTTGTGACC 
AAGATCTCAACTACTGCACCCACCACTCCCCATGCAAGAATGGGGCAACGTGCTCCAACAGTG 
GGCAGCGAAGCTACACCTGCACCTGTCGCCCAGGCTACACTGGTGTGGACTGTGAGCTGGAGC 
TCAGCGAGTGTGACAGCAACCCCTGTCGCAATGGAGGCAGCTGTAAGGACCAGGAGGATGGCT 
ACCACTGCCTGTGTCCTCCGGGCTACTATGGCCTGCACTGTGAACACAGCACCTTGAGCTGCG 
CCGACTCCCCCTGCTTCAATGGGGGCTCCTGCCGGGAGCGCAACCAGGGGGCCAACTATGCTT 
GTGAATGTCCCCCCAACTTCACCGGCTCCAACTGCGAGAAGAAAGTGGACAGGTGCACCAGCA 
ACCCCTGTGCCAACGGGGGACAGTGCCTGAACCGAGGTCCAAGCCGCATGTGCCGCTGCCGTC 
CTGGATTCACGGGCACCTACTGTGAACTCCACGTCAGCGACTGTGCCCGTAACCCTTGCGCCC 
ACGGTGGCACTTGCCATGACCTGGAGAATGGGCTCATGTGCACCTGCCCTGCCGGCTTCTCTG 
GCCGACGCTGTGAGGTGCGGACATCCATCGATGCCTGTGCCTCGAGTCCCTGCTTCAACAGGG 
CCACCTGCTACACCGACCTCTCCACAGACACCTTTGTGTGCAACTGCCCTTATGGCTTTGTGG 
GCAGCCGCTGCGAGTTCCCCGTGGGCTTGCCGCCCAGCTTCCCCTGGGTGGCCGTCTCGCTGG 
GTGTGGGGCTGGCAGTGCTGCTGGTACTGCTGGGCATGGTGGCAGTGGCTGTGCGGCAGCTGC 
GGCTTCGACGGCCGGACGACGGCAGCAGGGAAGCCATGAACAACTTGTCGGACTTCCAGAAGG 
ACAACCTGATTCCTGCCGCCCAGCTTAAAAACACAAACCAG7\AGAAGGAGCTGGAAGTGGACT 
GTGGCCTGGACAAGTCC7VACTGTGGCAAACAGCAAAACCACACATTGGACTATAATCTGGCCC 
CAGGGCCCCTGGGGCGGGGGACCATGCCAGGAAAGTTTCCCCACAGTGACAAGAGCTTAGGAG 
AGAAGGCGCCACTGCGGTTACACAGTGAAAAGCCAGAGTGTCGGATATCAGCGATATGCTCCC 
CCAGGGACTCCATGTACCAGTCTGTGTGTTTGATATCAGAGGAGAGGAATGAATGTGTCATTG 
CCACGGAGGTATAAGGCAGGAGCCTACCTGGACATCCCTGCTCAGCCCCGCGGCTGGACCTTC 
CTTCTGCATTGTTTACA 
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FIGURE 88 

^iAAASRSASGWALLLLVALWQQRAAGSGVFQLQLQEFINERGVLASGRPCEPGCRTFFRVCLK 
HFQAVVSPGPCTFGTVSTPVLGTNSFAVRDDSSGGGRNPLQLPFNFTWPGTFSLIIEAWHAPG 
DDLRPEALPPDALISKIAIQGSLAVGQNWLLDEQTSTLTRLRYSYRVICSDNYYGDNCSRLCK 
KRNDHFGHYVCQPDGNLSCLPGWTGEYCQQPICLSGCHEQNGYCSKPAECLCRPGWQGRLCNE 
CIPHNGCRHGTCSTPWQCTCDEGWGGLFCDQDLNYCTHHSPCKNGATCSNSGQRSYTCTCRPG 
YTGVDCELELSECDSNPCRNGGSCKDQEDGYHCLCPPGYYGLHCEHSTLSCADSPCFNGGSCR 
ERNQGANYACECPPNFTGSNCEKKVDRCTSNPCANGGQCLNRGPSRMCRCRPGFTGTYCELHV 
SDCARNPCAHGGTCHDLENGLMCTCPAGFSGRRCEVRTSIDACASSPCFNRATCYTDLSTDTF 
VCNCPYGFVGSRCEFPVGLPPSFPWVAVSLGVGLAVLLVLLGMVAVAVRQLRLRRPDDGSREA 
MNNLSDFQKDNLIPAAQLKNTNQKKELEVDCGLDKSNCGKQQNHTLDYNLAPGPLGRGTMPGK 
FPHSDKSLGEKAPLRLHSEKPECRISAICSPRDSMYQSVCLISEERNECVIATEV 

Impor'ban't features o£ the protein: 
Signal peptide: 

amino acids 1-26 
Transmembrane domain : 
amino acids 530-552 
N-glycosylatlon sites . 

amino acids 108-112, 183-187, 205-209, 393-397, 570-574, 610-614 
Glycosamlnoglycan attachment site. 

amino acids 96-100 

Tyrosine kinase phosphorylation site. 

amino acids 340-347 
N-myrlstoylatlon sites . 

amino acids 42-48, 204-210, 258-264, 277-283, 297-303, 383-389, 
415-421, 461-467, 522-528, 535-541, 563-569, 599-605, 625-631 
Amidatlon site . 
amino acids 471-475 

Aspartlc acid and asparaglne hydroxylatlon site. 

amino acids 339-351 

EGF-llke domain cysteine pattern signature. 

amino acids 173-185, 206-218, 239-251, 270-282, 310-322, 348-360, 
388-400, 426-438, 464-476, 506-518 
Calclum-blndlng EGF-llke: 

amino acids 224-245, 255-276, 295-316, 333-354, 373-394., 411-432, 
449-470 
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FIGURE 89 

GTCTCCGCGTCACAGGAACTTCAGCACCCACAGGGCGGACAGCGCTCCCCTCTACCTGGAGAC 
TTGACTCCCGCGCGCCCCAACCCTGCTTATCCCTTGACCGTCGAGTGTCAGAGATCCTGCAGC 
CGCCCAGTCCCGGCCCCTCTCCCGCCCCACACCCACCCTCCTGGCTCTTCCTGTTTTTACTCC 
TCCTTTTCATTCATAACAAAAGCTACAGCTCCAGGAGCCCAGCGCCGGGCTGTGACCCAAGCC 
GAGCGTGGAAG7\AgrGGGGTTCCTCGGGACCGGCACTTGGATTCTGGTGTTAGTGCTCCCGATT 
CAAGCTTTCCCCAAACCTGGAGGAAGCCAAGACAAATCTCTACATAATAGAGAATTAAGTGCA 
GAAAGACCTTTGAATGAACAGATTGCTGAAGCAGAAGAAGACAAGATTAAAAAAACATATCCT 
CCAGAAAACAAGCCAGGTCAGAGCi^ACTATTCTTTTGTTGATAACTTGAACCTGCTAAAGGCA 
ATAACAGAAAAGGAAAAAATTGAGAAAGAT^GACAATCTATAAGAAGCTCCCCACTTGATAAT 
AAGTTGAATGTGGT^GATGTTGATTCAACCAAGAATCGAAAACTGATCGATGATTATGACTCT 
ACTAAGAGTGGATTGGATCATAAATTTCAAGATGATCCAGATGGTCTTCATCAACTAGACGGG 
ACTCCTTTAACCGCTGAAGACATTGTCCATAAAATCGCTGCCAGGATTTATGAAGAAAATGAC 
AGAGCCGTGTTTGACAAGATTGTTTCTAT^CTACTTAATCTCGGCCTTATCACAGAAAGCCAA 
GCACATACACTGGAAGATGAAGTAGCAGAGGTTTTACAAAAATTAATCTCAAAGGAAGCCAAC 
AATTATGAGGAGGATCCCAATAAGCCCACAAGCTGGACTGAGAATCAGGCTGGAAAAATACCA 
GAGAAAGTGACTCCAATGGCAGCAATTCAAGATGGTCTTGCTAAGGGAGAAAACGATGAAACA 
GTATCTAACACATTAACCTTGACAAATGGCTTGGAAAGGAGAACTAAAACCTACAGTGAAGAC 
AACTTTGAGG7\ACTCCAATATTTCCCAAATTTCTATGCGCTACTGAA7UVGTATTGATTCAGAA 
AAAGAAGCAAAAGAGAAAGAAACACTGATTACTATCATGAAAACACTGATTGACTTTGTGAAG 
ATGATGGTGAAATATGGAACAATATCTCCAGAAGT^GGTGTTTCCTACCTTGAAAACTTGGAT 
GAAATGATTGCTCTTCAGACCAAAAACAAGCTAGAAAATUIATGCTACTGACAATATAAGCAAG 
CTTTTCCCAGCACCATCAGAGAAGAGTCATGAAGAAACAGACAGTACCAAGGAAGAAGCAGCT 
AAGATGGTVAAAGGAATATGGAAGCTTGAAGGATTCCACAAAAGATGATAACTCCAACCCAGGA 
GGAAAGACAGATGAACCCAAAGGAAAAACAGAAGCCTATTTGGAAGCCATCAGAAAAAATATT 
GAATGGTTGAAGAAACATGACAAAAAGGGAAATAAAGAAGATTATGACCTTTCAAAGATGAGA 
GACTTCATCAATAAACAAGCTGATGCTTATGTGGAGAAAGGCATCCTTGACAAGGAAGAAGCC 
GAGGCCATCAAGCGCATTTATAGCAGCCTGTAAAAATGGCAAAAGATCCAGGAGTCTTTCAAC 
TGTTTCAGAAAACATAATATAGCTTAAAACACTTCTAATTCTGTGATTAAAATTTTTTGACCC 
AAGGGTTATTAGAAAGTGCTGAATTTACAGTAGTTAACCTTTTACAAGTGGTTAAAACATAGC 
TTTCTTCCCGTAAAAACTATCTGAAAGTAAAGTTGTATGTAAGCTGAAAAAA7y\AAA7U\AAAA 
AAA 
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FIGURE 90 

MGFLGTGTWILVLVLPIQAFPKPGGSQDKSLHNRELSAERPLNEQIAEAEEDKIKKTYPPENK 
PGQSNYSFVDNLNLLKAITEKEKIEKERQSIRSSPLDNKLNVEDVDSTKNRKLIDDYDSTKSG 
LDHKFQDDPDGLHQLDGTPLTAEDIVHKIAARIYEENDRAVFDKIVSKLLNLGLITESQAHTL 
EDEVAEVLQKLISKEANNYEEDPNKPTSWTENQAGKIPEKVTPMAAIQDGLAKGENDETVSNT 
LTLTNGLERRTKTYSEDNFEELQYFPNFYALLKSIDSEKEAKEKETLITIMKTLIDFVKMMVK 
YGTISPEEGVSYLENLDEMIALQTKNKLEKNATDNISKLFPAPSEKSHEETDSTKEEAAKMEK 
EYGSLKDSTKDDNSNPGGKTDEPKGKTEAYLEAIRKNIEWLKKHDKKGNKEDYDLSKMRDFIN 
KQADAYVEKGILDKEEAEAIKRIYSSL 

Impor'tan't features : 

N-glycosyla'txon sx'tes : 

amino acids eS-*?!, 346-349, 350-353 

Casein kinase XI phosphorylation site: 

amino acids 70-73, 82-85, 97-100, 125-128, 147-150, 188-191, 217- 
220, 265-268, 289-292, 305-308, 320-323, 326-329, 362-365, 368- 
341, 369-372, 382-385, 386-389, 387-390 

N-myristoylation sites: 

amino acids 143-148, 239-244 



wo 01/40466 PCT/USOO/32678 



91/550 

FIGURE 91 

TGCATCAGTGCCCAGGCAAGCCCAGGAGTTGACATTTCTCTGCCCAGCCATGGGCCTCACCCT 
GCTCTTGCTGCTGCTCCTGGGACTAGAAGGTCAGGGCATAGTTGGCAGCCTCCCTGAGGTGCT 
GCAGGCACCCGTGGGAAGCTCCATTCTGGTGCAGTGCCACTACAGGCTCCAGGATGTCAAAGC 
TCAGAAGGTGTGGTGCCGGTTCTTGCCGGAGGGGTGCCAGCCCCTGGTGTCCTCAGCTGTGGA 
TCGCAGAGCTCCAGCGGGCAGGCGTACGTTTCTCACAGACCTGGGTGGGGGCCTGCTGCAGGT 
GG2\AATGGTTACCCTGCAGGAAGAGGATGCTGGCGAGTATGGCTGCATGGTGGATGGGGCCAG 
GGGGCCCCAGATTTTGCACAGAGTCTCTCTGAACATACTGCCCCCAGAGGAAGAAGAAGAGAC 
CCATAAGATTGGCAGTCTGGCTGAGAACGCATTCTCAGACCCTGCAGGCAGTGCCAACCCTTT 
GGAACCCAGCCAGGATGAGAAGAGCATCCCCTTGATCTGGGGTGCTGTGCTCCTGGTAGGTCT 
GCTGGTGGCAGCGGTGGTGCTGTTTGCTGTGATGGCCAAGAGGAAACAAGAATCCCTCCTCAG 
TGGTCCACCACGTCAGTGACTCTGGACCGGCTGCTGAATTGCCTTTGGATGTACCACACATTA 
GGCTTGACTCACCACCTTCATTTGACAATACCACCTACACCAGCCTACCTCTTGATTCCCCAT 
CAGGAATy^CCTTCACTCCCAGCTCCATCCTCATTGCCCCCTCTACCTCCTAAGGTCCTGGTCT 
GCTCCAAGCCTGTGACATATGCCACAGTAATCTTCCCGGGAGGGAACAAGGGTGGAGGGACCT 
CGTGTGGGCCAGCCCAGAATCCACCTT^CAATCAGACTCCATCCAGCTAAGCTGCTCATCACA 
CTTTAAACTCATGAGGACCATCCCTAGGGGTTCTGTGCATCCATCCAGCCAGCTCATGCCCTA 
GGATCCTTAGGATATCTGAGCAACCAGGGACTTTAAGATCTAATCCAATGTCCTAACTTTACT 
AGGGAAAGTGACGCTCAGACATGACTGAGATGTCTTGGGGAAGACCTCCCTGCACCCAACTCC 
CCCACTGGTTCTTCTACCATTACACACTGGGCTAAATAAACCCTAATAATGATGTGCAAAATVA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 92 

MGLTLLLLLLLGLEGQGIVGSLPEVLQAPVGSSILVQCHYRLQDVKAQKVWCRFLPEGCQPLV 
SSAVDRRAPAGRRTFLTDLGGGLLQVEMVTLQEEDAGEYGCMVDGARGPQILHRVSLNILPPE 
EEEETHKIGSLAENAFSDPAGSANPLEPSQDEKSIPLIWGAVLLVGLLVAAVVLFAVMAKRKQ 
ESLLSGPPRQ 

Xn^ortLant: fea'tures of t:he protein: 
Signal pep'tlde: 

amino acids 1-15 

Tramsmexnbrane domain: 

amino acids 161-181 

N-myrls1:oYlat:lon sli:es • 

amino acids 17-23, 172-178 

Aialdat:lon site . 

amino acids 73-7 9 



BNSOOCiD: <WO ^01404e6A2J_> 



wo 01/40466 



PCT/USOO/32678 



> 



93/550 

FIGURE 93 

GGCGGCGTTGCCGGGCTCTCCGGAAGGAGACGTGGCGGCGGTTGGGCCGGTGATACCCGGGCG 
CTTTATAGTCCCGCCGCCTCCTCCTCCACCTCCTCCTCCTCCTCCTCTCCTCCTGGGGCAGAG 
GAGGTTGTGGCGGTGGCTGGAGAAAGCGGCGGCGGAGGASGGAGGAAGGAGGCGGCGGCGTAC 
GGAGTCTGGTCCCGGGCGGGCCGGTGTTACTGGTCCTCTGCGGCCTCCTGGAGGCGTCCGGCG 
GCGGCCGAGCCCTTCCTCAACTCAGCGATGACATCCCTTTCCGAGTCAACTGGCCCGGCACCG 
AGTTCTCTCTGCCCACAACTGGAGTTTTATATAAAGAAGATAATTATGTCATCATGACAACTG 
CACATAAAGAAAAATATAAATGCATACTTCCCCTTGTGACAAGTGGGGATGAGGAAGAAGAAA 
AGGATTATAAAGGCCCTAATCCAAGAGAGCTTTTGGAGCCACTATTTAAACAAAGCAGTTGTT 
CCTACAGAATTGAGTCTTATTGGACTTACGAAGTATGTCATGGAAAACACATTCGGCAGTACC 
ATGAAGAGAAAGAAACTGGTCAGAAAATAAATATTCACGAGTACTACCTTGGGAATATGTTGG 
CCAAGAACCTTCTATTTGAAAAAGAACGAGAAGCAGAAGAAAAGGAAAAATCAAATGAGATTC 
CCACTAAAAATATCGAAGGTCAGATGACACCATACTATCCTGTGGGAATGGGAAATGGTACAC 
CTTGTAGTTTGAAACAGAACCGGCCCAGATCAAGTACTGTGATGTACATATGTCATCCTGAAT 
CTAAGCATGAAATTCTTTCAGTAGCTGAAGTTACAACTTGTGAATATGAAGTTGTCATTTTGA 
CACCACTCTTGTGCAGTCATCCTAAATATAGGTTCAGAGCATCTCCTGTGAATGACATATTTT 
GTCAATCACTGCCAGGATCTCCATTTAAGCCCCTCACCCTGAGGCAGCTGGAGCAGCAGGAAG 
AAATACTAAGGGTGCCTTTTAGGAGAAATT^AAGAGGGTGTCGGTTGGTGGAAATATGAATTCT 
GCTATGGCAAACATGTACATCAATACCATGAGGACAAGGATAGTGGGA7\AACCTCTGTGGTTG 
TCGGGACATGG7\ACCAAGAAGAGCATATTGAATGGGCTAAGAAGAATACTGCTAGAGCTTATC 
ATCTTCAAGACGATGGTACCCAGACAGTCAGGATGGTGTCACATTTTTATGGAAATGGAGATA 
TTTGTGATATAACTGACAAACCAAGACAGGTGACTGTAAAACTAAAGTGCAAAGAATCAGATT 
CACCTCATGCTGTTACTGTATATATGCTAGAGCCTCACTCCTGTCAATATATTCTTGGGGTTG 
AATCTCCAGTGATCTGTAAAATCTTAGATACAGCAGATGAAAATGGACTTCTTTCTCTCCCCA 
AC TAA AGGATATTAAAGTTAGGGGAAAGAAAAGATCATTGAAAGTCATGATAATTTCTGTCCC 
ACTGTGTCTCATTATAGAGTTCTCAGCCATTGGACCTCTTCTAAAGGATGGTATAAAATGACT 
CTCAACCACTTTGTGAATACATATGTGTATATAAGAGGTTATTGATAAACTTCTGAGGCAGAC 
ATTTGTCTCGCTTTTTTTCATTTTTGTTGTGTCTTATAAACTGACTGTTTTTCTTTGCTTGGA 
TACTGTGATTCCAAAATAAATCTCATCCAAGCAAGTTAGAGTCCAGCCTAATCAAATGTCATA 
ATTGTTGTACCTATTGAAAGTTTTTAAATAATAGATTTATTATGTAAATTATAGTATATGTAA 
GTAGCTAATGAAGT/J^AAGATCATGAAGAAAGAAATTGATAGGTGTAAATGAGAGACCATGTAA 
AATATGTAAATTCTAGTACCTGAAATCCTTTCAACAGATTTTTATATAGCAACTGCTCTCTGC 
AAGTAGTTAAACTAGAAACTGGGCACATGGTAGAGGCTCACATGGGAGTTGTCCTCACCCTTG 
TTAATCTCT^AGAAACTCTTATTTATAATAGGTTGCTTCTCTCTCAGAACTTTTATCTATTACT 
TTTTTCTTCTTATGAGTATGTTTACTCTCAGAGTATCTATCTGATGTAGACAGTTGGTGATGC 
TTCTGAGACTCAGAATGGTTTACTCTAACAAAACACTGTGCTGTCTATCCCTTGTACTTGCCT 
ACTGTAATATGGATTTCACTTCTGAACAGTTTACAGCACAATATTTATTTTAAAGTGAATAAA 
ATGTCCACAAGCAAAAA 
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FIGURE 94 

MEEGGGGVRSLVPGGPVLLVLCGLLEASGGGRALPQLSDDIPFRVNWPGTEFSLPTTGVLYKE 
DNYVIMTTAHKEKYKCILPLVTSGDEEEEKDYKGPNPRELLEPLFKQSSCSYRIESYWTYEVC 
HGKHIRQYHEEKETGQKINIHEYYLGNMLAKNLLFEKEREAEEKEKSNEIPTKNIEGQMTPYY 
PVGMGNGTPCSLKQNRPRSSTVMYICHPESKHEILSVAEVTTCEYEVVILTPLLCSHPKYRFR 
ASPVNDIFCQSLPGSPFKPLTLRQLEQQEEILRVPFRRNKEGVGWWKYEFCYGKHVHQYHEDK 
DSGKTSVWGTWNQEEHIEWAKKNTARAYHLQDDGTQTVRMVSHFYGNGDICDITDKPRQVTV 
KLKCKESDSPHAVTVYMLEPHSCOYILGVESPVICKILDTADENGLLSLPN 

Impor'tant: features o£ the protein: 
Signal peptide: 

amino acids 1-30 

Glycosaminoglycan attachment site. 

amino acids 28-32 

gAMP- and cOlP-dependent protein kinase phosphorylation site. 

amino acids 337-341 

N-myristoylation sites. 

amino acids 6-12, 23-29, 29-35, 49-55, 141-147, 152-158, 192-198, 
196-202 

Gram-positive cocci surface proteins 'anchoring* hexapeptide. 

amino acids 54-60 
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FIGURE 95 

TTCCGTTTCTGGGAGGAGTGAGGGGCAACGGGTCGGAGAAAAAGGAAAAAAGAAGGGCTCAGC 
GCCTCCCCGCCGGGCCGTGGACAGAGGGGCACAGTTTCGGCAGGCGGGTGAGGTCGCTGAGGG 
CCCGCCGGAGATGTTTTCCTTGTCGAGCACGGTGCAACCCCAGGTTACAGTTCCTCTGAGTCA 
TCTCATCAATGCCTTCCATACACCAAAAAACACTTCTGTTTCTCTCAGTGGAGTGTCAGTTTC 
TCAAAACCAGCATCGAGATGTAGTTCCTGAGCATGAGGCTCCCAGCAGTGAGCCTTCACTTAA 
CTTAAGGGACCTTGGATTATCTGAACTAAA7\ATTGGACAGATTGATCAGCTGGTAGAAAATCT 
ACTTCCTGGATTTTGTAAAGGCAAAAACATTTCTTCCCATTGGCATACATCCCATGTCTCTGC 
ACAATCCTTCTTTGAAAATAAATATGGTAACTTAGATATATTTAGTACATTACGTTCCTCTTG 
CTTGTATCGACATCATTCAAGAGCTCTTCAAAGCATTTGTTCAGATCTTCAGTACTGGCCAGT 
TTTCATACAGTCTCGGGGTTTTAAAACTTTGAAATCAAGGACACGACGTCTCCAGTCTACCTC 
CGAGAGATTAGCTGAAACACAGAATATAGCGCCATCATTCGTGAAGGGGTTTCTTTTGCGGGA 
CAGAGGATCAGATGTTGAGAGTTTGGACAAACTCATGAAAACCAAAAATATACCTGAAGCTCA 
CC7\AGATGCATTTAAAACTGGTTTTGCGGAAGGTTTTCTGAAAGCTCAAGCACTCACACAAAA 
AACCAATGATTCCCTAAGGCGAACCCGTCTGATTCTCTTCGTTCTGCTGCTATTCGGCATTTA 
TGGACTTCTAAAAAACCCATTTTTATCTGTCCGCTTCCGGACAACT^CAGGGCTTGATTCTGC 
AGTAGATCCTGTCCAGATGAAAAATGTCACCTTTGAACATGTTAAAGGGGTGGAGGAAGCTAA 
ACAAGAATTACAGGZ^GTTGTTGAATTCTTGAAAAATCCACAAAAATTTACTATTCTTGGAGG 
TAAACTTCCA7\AAGGAATTCTTTTAGTTGGACCCCCAGGGACTGGAAAGACACTTCTTGCCCG 
AGCTGTGGCGGGAGAAGCTGATGTTCCTTTTTATTATGCTTCTGGATCCGAATTTGATGAGAT. 
GTTTGTGGGTGTGGGAGCCAGCCGTATCAGAAATCTTTTTAGGGAAGCAAAGGCGAATGCTCC 
TTGTGTTATATTTATTGATGAATTAGATTCTGTTGGTGGGAAGAGAATTGAATCTCCAATGCA 
TCCATATTCAAGGCAGACCAT7\AATCAACTTCTTGCTGAAATGGATGGTTTTA7VACCCAATGA 
AGGAGTTATCATAATAGGAGCCACAi^ACTTCCCAGAGGCATTAGATAATGCCTTAATACGTCC 
TGGTCGTTTTGACATGCAAGTTACAGTTCCAAGGCCAGATGTAAAAGGTCG7VACAGAAATTTT 
G7\AATGGTATCTCAATAAAATAAAGTTTGATCAATCCGTTGATCCAGAAATTATAGCTCGAGG 
TACTGTTGGCTTTTCCGGAGCAGAGTTGGAGAATCTTGTGAACCAGGCTGCATTAAAAGCAGC 
TGTTGATGGAAAAGAAATGGTTACCATGAAGGAGCTGGAGTTTTCCAAAGACAAAATTCTAAT 
GGGGCCTGAAAGAAGAAGTGTGG7U\ATTGATAACAAAAACAAAACCATCACAGCATATCATGA 
ATCTGGTCATGCCATTATTGCATATTACACAAAAGATGCAATGCCTATCAACAAAGCTACAAT 
CATGCCACGGGGGCCAACACTTGGACATGTGTCCCTGTTACCTGAGAATGACAGATGGAATGA 
AACTAGAGCCCAGCTGCTTGCACAAATGGATGTTAGTATGGGAGGAAGAGTGGCAGAGGAGCT 
TATATTTGGAACCGACCATATTACAACAGGTGCTTCCAGTGATTTTGATAATGCCACTAAAAT 
AGCAAAGCGGATGGTTACCT^^TTTGGAATGAGTGAAAAGCTTGGAGTTATGACCTACAGTGA 
TACAGGGAAACTAAGTCCAGAAACCCAATCTGCCATCGAACAAGAAATAAGAATCCTTCTAAG 
GGACTCATATGAACGAGCAA7\ACATATCTTGAAAACTCATGCAAAGGAGCATAAGAATCTCGC 
AGAAGCTTTATTGACCTATGAGACTTTGGATGCCAAAGAGATTCAAATTGTTCTTGAGGGGAA 
AAAGTTGG7\AGTGAGATGATAACTCTCTTGATATGGATGCTTGCTGGTTTTATTGCAAGAATA 
TAAGTAGCATTGCAGTAGTCTACTTTTACAACGCTTTCCCCTCATTCTTGATGTGGTGTAATT 
GAAGGGTGTGAAATGCTTTGTCAATCATTTGTCACATTTATCCAGTTTGGGTTATTCTCATTA 
TGACACCTATTGCAAATTAGCATCCCATGGCAAATATATTTTGAAAAAATA7y\GAACTATCAG 
GATTGAAAACAAAAAAAAAAAA 
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FIGURE 96 

MFSLSSTVQPQVTVPLSHLINAFHTPKNTSVSLSGVSVSQNQHRDVVPEHEAPSSEPSLNLRD 
LGLSELKIGQIDQLVENLLPGFCKGKNISSHWHTSHVSAQSFFENKYGNLDIFSTLRSSCLYR 
HHSRALQSICSDLQYWPVFIQSRGFKTLKSRTRRLQSTSERLAETQNIAPSFVKGFLLRDRGS 
DVESLDKLMKTKNIPEAHQDAFKTGFAEGFLKAQALTQKTNDSLRRTRLILFVLLLFGIYGLL 
KNPFLSVRFRTTTGLDSAVDPVQMKNVTFEHVKGVEEAKQELQEVVEFLKNPQKFTILGGKLP 
KGILLVGPPGTGKTLLARAVAGEADVPFYYASGSEFDEMFVGVGASRIRNLFREAKANAPCVI 
FIDELDSVGGKRIESPMHPYSRQTINQLLAEMDGFKPNEGVIIIGATNFPEALDNALIRPGRF 
DMQVTVPRPDVKGRTEILKWYLNKIKFDQSVDPEIIARGTVGFSGAELENLVNQAALKAAVDG 
KEMVTMKELEFSKDKILMGPERRSVEIDNKNKTITAYHESGHAIIAYYTKDAJyiPINKATIMPR 
GPTLGHVSLLPENDRWNETRAQLLAQMDVSMGGRVAEELIFGTDHITTGASSDFDNATKIAKR 
MVTKFGMSEKLGVMTYSDTGKLSPETQSAIEQEIRILLRDSYERAKHILKTHAKEHKNLAEAL 
LTYETLDAKEIQIVLEGKKLEVR 

Xmport^ant: fea'tures of the probexzi: 
Transmembrane domain : 

amino acids 238-259 

N-glycosylation sl'tes . 

amino acids 28-32, 90-94, 230-234, 278-282, 535-539, 584-588, 
623-627 

N-myrxs'koylat:±on sxbes . 

amino acids 35-41, 266-272, 286-292, 325-331, 357-363, 599-605 

Amidabion slt:e. 

amino acids 387-393, 709-713 

ATP/GTP-binding sit:e mcbif A (P-loop) . 

amino acids 322-330 

AAA-pro-bein family proteins 

amino acids 315-336, 343-386, 405-451 
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FIGURE 97 

GATGGCGCAGCCACAGCTTCTGTGAGATTCGATTTCTCCCCAGTTCCCCTGTGGGTCTGAGGG 
GACCAGAAGGGTGAGCTACGTTGGCTTTCTGGAAGGGGAGGCTATATGCGTCAATTCCCCAAA 
ACAAGTTTTGACATTTCCCCTGAAATGTCATTCTCTATCTATTCACTGCAAGTGCCTGCTGTT 
CCAGGCCTTACCTGCTGGGCACTAACGGCGGAGCCAGGATGGGGACAGAATAAAGGAGCCACG 
ACCTGTGCCACCAACTCGCACTCAGACTCTGAACTCAGACCTGAAATCTTCTCTTCACGGGAG 
GCTTGGCAGTTTTTCTTACTCCTGTGGTCTCCAGATTTCAGGCCTAAGATGAAAGCCTCTAGT 
CTTGCCTTCAGCCTTCTCTCTGCTGCGTTTTATCTCCTATGGACTCCTTCCACTGGACTGAAG 
ACACTCAATTTGGGAAGCTGTGTGATCGCCACAAACCTTCAGGAAATACGAAATGGATTTTCT 
GAGATACGGGGCAGTGTGCAAGCCAAAGATGGAAACATTGACATCAGAATCTTAAGGAGGACT 
GAGTCTTTGCAAGACACAAAGCCTGCGAATCGATGCTGCCTCCTGCGCCATTTGCTAAGACTC 
TATCTGGACAGGGTATTTAATyU^CTACCAGACCCCTGACCATTATACTCTCCGGAAGATCAGC 
AGCCTCGCCAATTCCTTTCTTACCATCAAGAAGGACCTCCGGCTCTCTCATGCCCACATGACA 
TGCCATTGTGGGGAGGAAGC7VATGAAGAAATACAGCCAGATTCTGAGTCACTTTGAAAAGCTG 
GAACCTCAGGCAGCAGTTGTGAAGGCTTTGGGGGAACTAGACATTCTTCTGCAATGGATGGAG 
GAGACAGAATAGGAGGAAAGTGATGCTGCTGCTAAG7VATATTCGAGGTCAAGAGCTCCAGTCT 
TCAATACCTGCAGAGGAGGCATGACCCCAAACCACCATCTCTTTACTGTACTAGTCTTGTGCT 
GGTCACAGTGTATCTTATTTATGCATTACTTGCTTCCTTGCATGATTGTCTTTATGCATCCCC 
AATCTTAATTGAGACCATACTTGTATAAGATTTTTGTAATATCTTTCTGCTATTGGATATATT 
TATTAGTTAATATATTTATTTATTTTTTGCTATTTAATGTATTTATTTTTTTACTTGGACATG 
AAACTTTAAAAAAATTCACAGATTATATTTATAACCTGACTAGAGCAGGTGATGTATTTTTAT 
ACAGTAAAAAAAAAAAACCTTGTAAATTCTAGAAGAGTGGCTAGGGGGGTTATTCATTTGTAT 
TCAACTAAGGACATATTTACTCATGCTGATGCTCTGTGAGATATTTGAAATTGAACCAATGAC 
TACTTAGGATGGGTTGTGGAATAAGTTTTGATGTGGAATTGCACATCTACCTTACAATTACTG 
ACCATCCCCAGTAGACTCCCCAGTCCCATAATTGTGTATCTTCCAGCCAGGAATCCTACACGG 
CCAGCATGTATTTCTACAAATAAAGTTTTCTTTGCATACCAAAAAAAAAAAAAAAAAAA 
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FIGURE 98 

MKASSLAFSLLSAAFYLLWTPSTGLKTLNLGSCVIATNLQEIRNGFSEIRGSVQAKDGNIDIR 
ILRRTESLQDTKPANRCCLLRHLLRLYLDRVFKNYQTPDHYTLRKISSLANSFLTIKKDLRLC 
HAHMTCHCGEEAMKKYSQILSHFEKLEPQAAVVKALGELDILLQWMEETE 

Signal seqpience : 

amino acids 1-24-- 

cAMP- and cGMP- dependent: pro-tein kinase phosphorylai:ion sites . 

amino acids 107-110, 140-143 

N-myristoylation site • 

amino acids 51-56 

Xnterleukin 10 : 

amino acids 9-176 
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FIGURE 99 

GCGCCGGCTCCGCGCCTCGCGCCCAGTCCGCGGGCCGCGCCGCCGCTCCCGCCGCTCCCGCCG 

CTCCCGCAGCCGCCCCGCCGCCCGCCCGGAGCCCCGCGTCCCTAGGCCTGGCTCCCGCCTGCC 

CGAGACCCGCCCAGCCTGCCCCGCTCAGCCGCCAGAGAAGATGCGGCTGCTCCCGGAATGGTT 

CCTCTTGCTCTTTGGCCCGTGGCTCCTTAGGAAGGCCGTCAGTGCCCAGATACCAGAGTCCGG 

7\AGGCCGCAGTACCTGGGGCTGCGCCCCGCCGCGGCCGGAGCGGGTGCCCCCGGCCAGCAGCT 

CCCAGAGCCAAGGTCTTCGGACGGCCTAGGCGTGGGCCGCGCCTGGAGCTGGGCCTGGCCGAC 

CAACCACACGGGGGCGCTGGCCCGGGCAGGGGCAGCCGGGGCGTTGCCCGCGCAGCGCACCAA 

GAGGAAGCCGTCCATCAAGGCGGCGCGCGCCAAAAAGATCTTCGGCTGGGGGGACTTCTACTT 

TCGGGTGCATACCCTCAAGTTTTCGCTGCTGGTGACCGGCAAGATCGTGGACCATGTGAACGG 

TACCTTCAGTGTGTATTTCCGCCACAACTCGTCCAGCCTGGGCAACCTCAGTGTCAGCATCGT 

GCCGCCCTCCAAGCGTGTCGAGTTCGGAGGAGTCTGGCTGCCCGGGCCTGTCCCCCACCCTCT 

GCAGTCTACGCTCGCCCTGGAGGGGGTGCTTCCTGGGCTGGGGCCCCCGCTGGGGATGGCAGC 

AGCAGCGGCGGGGCCGGGGCTTGGGGGCTCCCTCGGGGGCGCACTGGCGGGGCCGCTTGGGGG 

CGCGTTGGGAGTGCCTGGGGCCAAAGAGTCACGCGCTTTCAATTGCCACGTGGAGTATGAGAA 

GACAAACCGCGCGCGCAAGCACCGACCGTGCCTGTACGACCCGTCGCAGGTGTGTTTCACCGA 

GCACACGCAGAGCCAGGCCGCCTGGCTCTGTGCCAAGCCCTTCAAAGTCATCTGTATCTTCGT 

CTCTTTCCTCAGCTTTGACTACAAACTGGTGCAGAAGGTGTGCCCAGACTATAACTTCCAGAG 

TGAGCACCCCTACTTCGGATAGCGCCCCTCCCCAGCCAGTCCTGAGCCTCCCGCCAAATCCCA 

GCCTCACTAGGTGGGACCCCCTTCCCAGTGTTCTGCCGCTCCTGTGGCCATGTCGCCCACTCC 

TTCCACTCTGGGGGCGGAGGGGAATGGCTTCTCGGGACCCTCAGCTAGCGTGGGTGCCCTTTT 

CCTTATGCGGAGTGCCCGCAAGGCTGGGGTAGCCCCCTCCAGTACACCCCAAAGTGAAAGGGA 

TAAGAGTGCAGCCCCAGAATAGGCGGGGCTTGGAGGCGGTCCCAATGTCCCCTGGGTCCACAG 

TGGGTCCCCTTTTCACCCTTGGCGCTAGGCTGCGCACTCCCTTTCCCCGCAGCTTTAATAACT 

CCTGGCCTGGCACCCTCACCCCACCCTGACTTTCCCATCCCCCAGCGCTTGTCCTGCTTCACC 

ATACCCCGCCTAAGACTGTAAAGGCCTAAAAACCTCGGCCTGTCCTCCCACCATTCTGCCTGC 

CATATGCCTGTCCCCTTTTCCTCCAAACCCTATTAGGGTACCGG7\AGCAGAACCCCTGGGCTG 

AGGCCCTGGCCCTGCCCCCGGCCCCTGCCCCTGCCCGCCCCCCTCCAGTCCAGGCAGTCGAGC 

TCCACCTGCCCTCTCCTGCTGCTTCCTCTCGGTGATATTTTTTCTACGCCAAAACAGACGGGA 

AAGGGAACAAT^TAAAGTGAAATCCCAAATU^AAAAAAAAAAAAAAAAAAAAAAAAAAAAAA^ 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 

TUyy^AAAAAAAAAA 
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FIGURE 100 

MRLLPEWFLLLFGPWLLRKAVSAQIPESGRPQYLGLRPAAAGAGAPGQQLPEPRSSDGLGVGR 
AWSWAWPTNHTGALARAGAAGALPAQRTKRKPSIKAARAKKIFGWGDFYFRVHTLKFSLLVTG 
KIVDHVNGTFSVYFRHNSSSLGNLSVSIVPPSKRVEFGGVWLPGPVPHPLQSTLALEGVLPGL 
GPPLGMAAAAAGPGLGGSLGGALAGPLGGALGVPGAKESRAFNCHVEYEKTNRARKHRPCLYD 
PSQVCFTEHTQSQAAWLCAKPFKVICIFVSFLSFDYKLVQKVCPDYNFQSEHPYFG 

Xinpor^anl: fea-tures o£ -the protexn: 
Signal pep1:lde: 

amino acids 1-22 

Transmembrane domain: 

amino acids 273-288 

N-glycosyla'tion s±i:es « 

amino acids 72-76, 133-137, 143-147, 149-153 

cAMP*- and cGMP-dependent: protein kinase phosphoryla'tion site. 

amino acids 93-97 

N-myristeyla'tion sites . 

amino acids 35-41, 58-64, 60-66, 81-87, 84-90, 184-190, 194-200, 
203-209, 205-211, 206-212, 209-215, 217-223, 221-227, 224-230 

Cytechrome b/b6 Qo site signatere. 

amino acids 5-11 
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FIGURE 101 

AATGCCCC ATG CGCACCCCACAGCTCGCGCTCCTGCAAGTGTTCTTTCTGGTGTTCCCCGATG 
GCGTCCGGCCTCAGCCCTCTTCCTCCCCATCAGGGGCAGTGCCCACGTCTTTGGAGCTGCAGC 
GAGGGACGGATGGCGGAACCCTCCAGTCCCCTTCAGAGGCGACTGCAACTCGCCCGGCCGTGC 
CTGGACTCCCTACAGTGGTCCCTACTCTCGTGACTCCCTCGGCCCCTGGGAATAGGACTGTGG 
ACCTCTTCCCAGTCTTACCGATCTGTGTCTGTGACTTGACTCCTGGAGCCTGCGATATAAATT 
GCTGCTGCGACAGGGACTGCTATCTTCTCCATCCGAGGACAGTTTTCTCCTTCTGCCTTCCAG 
GCAGCGTAAGGTCTTCAAGCTGGGTTTGTGTAGACAACTCTGTTATCTTCAGGAGTAATTCCC 
CGTTTCCTTCAAGAGTTTTCATGGATTCTAATGGAATCAGGCAGTTTTGTGTCCATGTG7\ACA 
ACTCAAACTTAAACTATTTCCAGAAGCTTCAAAAGGTCAATGCAACCAACTTCCAGGCCCTGG 
CTGCAGAGTTTGGAGGCGAATCATTCACTTCAACATTCCAAACTCAATCACCACCATCTTTTT 
ACAGGGCTGGGGACCCCATTCTTACTTACTTCCCCAAGTGGTCTGTAATAAGCTTGCTGAGAC 
AACCTGCAGGAGTTGGAGCTGGGGGACTCTGTGCTGAAAGCAATCCTGCAGGTTTCCTAGAGA 
GTAAAAGTACAACTTGCACTCGTTTTTTCAAGAACCTGGCTAGTAGCTGTACCTTGGATTCAG 
CCCTCAATGCTGCCTCTTACTATAACTTCACAGTCTTAAAGGTTCCAAGAAGCATGACTGATC 
CACAGAATATGGAGTTCCAGGTTCCTGTAATACTTACCTCACAGGCTAATGCTCCTCTGTTGG 
CTGG7y\ACACTTGTCAGAATGTAGTTTCTCAGGTCACCTATGAGATAGAGACCAATGGGACTT 
TTGGAATCCAGAAAGTTTCTGTCAGTTTGGGACAAACCAACCTGACTGTTGAGCCAGGCGCTT 
CCTTACAGCAACACTTCATCCTTCGCTTCAGGGCTTTTCAACAGAGCACAGCTGCTTCTCTCA 
CCAGTCCTAGAAGTGGGAATCCTGGCTATATAGTTGGGAAGCCACTCTTGGCTCTGACTGATG 
ATATAAGTTACTCAATGACCCTCTTACAGAGCCAGGGTAATGGAAGTTGCTCTGTTAAAAGAC 
ATGAAGTGCAGTTTGGAGTGAATGC7y\TATCTGGATGCAAGCTCAGGTTGAAGAAGGCAGACT 
GCAGCCACTTGCAGCAGGAGATTTATCAGACTCTTCATGGAAGGCCCAGACCAGAGTATGTTG 
CCATCTTTGGTAATGCTGACCCAGCCCAGAAAGGAGGGTGGACCAGGATCCTCAACAGGCACT 
GCAGCATTTCAGCTATAAACTGTACTTCCTGCTGTCTCATACCAGTTTCCCTGGAGATCCAGG 
TATTGTGGGCATATGTAGGTCTCCTGTCCAACCCGCAAGCTCATGTATCAGGAGTTCGATTCC 
TATACCAGTGCCAGTCTATACAGGATTCTCAGCAAGTTACAGAAGTATCTTTGACAACTCTTG 
TGAACTTTGTGGACATTACCCAGAAGCCACAGCCTCCAAGGGGCCAACCCAAAATGGACTGGA 
AATGGCCATTCGACTTCTTTCCCTTCAAAGTGGCATTCAGCAGAGGAGTATTCTCTCAA7\AAT 
GCTCAGTCTCTCCCATCCTTATCCTGTGCCTCTTACTACTTGGAGTTCTCAACCTAGAGACTA 
TG TGA AGAAAAGAAAATAATCAGATTTCAGTTTTCCCTATGAGAAACTCTGAGGCAGCCACTT 
ATCTTGGCTAAATAGAACCTCACCTGCTCATGACCAGAGAGCATTTAGGATAATAGATGACCT 
AACTGAAGGAATCCTTGTATATGAAAGGAGTTATTTTAGAAAAGCAATAAAAATATTTTATTC 
ATCNTAAAAAAAAAA 
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FIGURE 102 

MRTPQLALLQVFFLVFPDGVRPQPSSSPSGAVPTSLELQRGTDGGTLQSPSEATATRPAVPGL 
PTVVPTLVTPSAPGNRTVDLFPVLPICVCDLTPGACDINCCCDRDCYLLHPRTVFSFCLPGSV 
RSSSWVCVDNSVIFRSNSPFPSRVFMDSNGIRQFCVHVNNSNLNYFQKLQKVNATNFQALAAE 
FGGESFTSTFQTQSPPSFYRAGDPILTYFPKWSVISLLRQPAGVGAGGLCAESNPAGFLESKS 
TTCTRFFKNLASSCTLDSALNAASYYNFTVLKVPRSMTDPQNMEFQVPVILTSQANAPLLAGN 
TCQNVVSQVTYEIETNGTFGIQKVSVSLGQTNLTVEPGASLQQHFILRFRAFQQSTAASLTSP 
RSGNPGYIVGKPLLALTDDISYSMTLLQSQGNGSCSVKRHEVQFGVNAISGCKLRLKKADCSH 
LQQEIYQTLHGRPRPEYVAIFGNADPAQKGGWTRILNRHCSISAINCTSCCLIPVSLEIQVLW 
AYVGLLSNPQAHVSGVRFLYQCQSIQDSQQVTEVSLTTLVNFVDITQKPQPPRGQPKMDWKWP 
FDFFPFKVAFSRGVFSQKCSVSPILILCLLLLGVLNLETM 

Imporban^ feai:ures o£ ^he prot:ei.n: 
Signal pepiilcLe: 

amino acids 1-22 

Transmembrane domains : 

amino acids 484-505, 581-600 

N-glycosylat;±on sx'tes . 

amino acids 78-82, 165-169, 179-185, 279-285, 331-337, 347-351, 
410-414, 487-491 

N-myrxs^oylat:ion sxbes . 

amino acids 30-36, 41-47, 124-130, 232-238, 236-242, 409-415 

Prokaryo-tic metobrane lxpoproi:exn Ixpxd a^iiachment: site. 

amino acids 420-431 
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FIGURE 103 

CCTAATTCTCT^GGTGATGCTATTTAGGAAGTCATAACTCATGTGAGTGGAGCCATGTGGGAT 
TAAGAAGTGATAGGAGAGCTTGCTGTCTGTCTCTGCTCTCCACTGTGTGAGGATACAACAGGA 
AGACAGCCATCTGGTGAGGAAGAGAGGGCCCTCGCCAGATACCGGACCTGCTGACACCTTGAT 
CTTGGACTTCCCATCTTCCAGGAAGGCCTGACCTCAGTTGTTCCAGGGTAAAGAATTTGGGCA 
GTGCCCACACCCACGCTGTTGGATAACATTTCTTCACCATACCAGTGAGGGTGAATGTGTACA 
CGCCCAGCTTCCTGCCTGTTACTCTCCACAGTATGCGAAGAATATCCCTGACTTCTAGCCCTG 
TGCGCCTTCTTTTGTTTCTGCTGTTGCTACTAATAGCCTTGGAGATCATGGTTGGTGGTCACT 
CTCTTTGCTTC7\ACTTCACTATAAAATCATTGTCCAGACCTGGACAGCCCTGGTGTGAAGCGC 
AGGTCTTCTTGAATAAAAATCTTTTCCTTCAGTAC7\ACAGTGACAACAACATGGTCAAACCTC 
TGGGCCTCCTGGGGAAGAAGGTATATGCCACCAGCACTTGGGGAGAATTGACCCAAACGCTGG 
GAGAAGTGGGGCGAGACCTCAGGATGCTCCTTTGTGACATCAAACCCCAGATAAAGACCAGTG 
ATCCTTCCACTCTGCAAGTCGAGATGTTTTGTCAACGTGAAGCAGAACGGTGCACTGGTGCAT 
CCTGGCAGTTCGCCACCT^TGGAGAGAAATCCCTCCTCTTTGACGCAATGAACATGACCTGGA 
CAGTAATTAATCATG7y^GCCAGTAAGATCAAGGAGACATGGAAGA7\AGACAGAGGGCTGGAAA 
AGTATTTCAGGAAGCTCTCAAAGGGAGACTGCGATCACTGGCTCAGGGAATTCTTAGGGCACT 
GGGAGGCAATGCCAGAACCGACAGGCAGAAGATCCACCTAGAGGTGATACCACGGCGGCGCAG 
AGTTGTTCACCTGTGGTCCTCGATCGCTGACAGCCTTGGCTCCCACTGCTGTGTGTTCCCTGA 
GTCAAGTGGAGGCGGAGCCTGCAATGAGCGGAGATCGCGCCTCTGCATTCCAGTCTTGGCAAC 
AGAGCAAGACTCCGTCTCAAAAAAA7\AAAATTTTTTTTCAGTACATATTTTTTAAAAGATAGG 
GCTGGGCACAGCAGCTCACATCTATAATCCCAACACTTTGGGAGGCCTAGGCAGGAGGATCAC 
TTGAGCCCAGGAATCTGAAGCTGCAGTGAGCCTTTGCTCGTGAGATTGTGGACCTATGATCCT 
ACCACCAGCCCACCTGGTTCTTVACACCCCCTCCTCTATGTGTGAGAGGGAGAGAAGATVT^AGTG 
AGGGAG7\AAAGAGAGATAAGCAAAGAACAGAGAGGAAAAATGGAAAATAAGAGGAAATTGGGG 
GAATTA7y\CAGAGGGGAGGGCATGGATCCCCGGGAGTTAGAAGAGTAGCAGCTTGTGGATTAC 
TACGCAGTGGAGGAAGAAGAGTTGTTGGAAATTATTTGAGAGGTAGTATAATCATTTGTGAGG 
CAGTTTTCTGCATTCACCATTTCTCACAGACTAAGTTACTCATAAGCAAACGTGCAATTCACA 
TTACACTGAAATTCTTCCCTAATACATCATTTGCATTGGAATTW^GTACGGTTTTCAAACAAC 
CTGATATAGCAGAACTGACTGTATAAATTATGTGAGCACAGTGCAAGTAATTCTTTGTTTGTT 
TGTTTGTTTTTTTGAGACAGAGTCTCACTCTATCTCCCAGGCTGGAGTGTAGTGGTGCGATCC 
CGGCTCACTGCAACCTCGATCTCCCAGGCTCAAGCGATTCCCCTGCCTCAGCCTCCTGAGTAG 
CTGGGATTACAGGCATGAGCCACCACGCCCGGCTAATTTTTGTATTTTTAGTAGAGACGGGGT 
TTCACCCTGTTGGCCAGGCTGGTCTCGAACTACGGACCTCAGGTGATCTGCCCCCCTCAGCCT 
CTCAAAGTGCTGGGATTATAGCATGAGCCACTGAGCCCAGACACAAGTAGTTCTTTCTGATAA 

ACACTTTAACACTGAATGCA 
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FIGURE 104 

MRRISLTSSPVRLLLFLLLLLIALEIMVGGHSLCFNFTIKSLSRPGQPWCEAQVFLNKNLFLQ 
YNSDNNMVKPLGLLGKKVYATSTWGELTQTLGEVGRDLRMLLCDIKPQIKTSDPSTLQVEMFC 
QREAERCTGASWQFATNGEKSLLFDAMNMTWTVINHEASKIKETWKKDRGLEKYFRKLSKGDC 
DHWLREFLGHWEAMPEPTGRRST 

Iznportanl: £eat:ures of -the protein: 
Signal pep-bxde: 

amino acids 1-23 

Transmembrane domain: 

amino acids 11-30 (possible type II protein) 

N-glycosyla^lon slt:e . 

amino acids 36-39, 154-157 

cAMP- and cGHP-dependen^ protein kinase phosphozryla'blon site. 

amino acids 2-5, 182-185, 209-212 

Casein kinase II phosphoryla'tlon site. 

amino acids 86-89, 93-96, 142-145, 185-188 

H-myrlsteyla^lon site . 

amino acids 4 6-51 

Amlda1:lon site . 

amino acids 77-80, 207-210 
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FIGURE 105 

TTTTCCGAGTGACCTTCTTGATGCTGGCTGTTTCTCTCACCGTTCCCCTGCTTGGAGCCATGA 
TGCTGCTGGAATCTCCTATAGATCCACAGCCTCTCAGCTTCAAAGAACCCCCGCTCTTGCTTG 
GTGTTCTGCATCCAAATACGAAGCTGCGACAGGCAGAAAGGCTGTTTG/^A/y^TCAACTTGTTG 
GACCGGAGTCCATAGCACATATTGGGGATGTGATGTTTACTGGGACAGCAGATGGCCGGGTCG 
T7U\AACTTG7y\AATGGTGAAATAGAGACCATTGCCCGGTTTGGTTCGGGCCCTTGCAAAACCC 
GAGATGATGAGCCTGTGTGTGGGAGACCCCTGGGTATCCGTGCAGGGCCCAATGGGACTCTCT 
TTGTGGCCGATGCATACAAGGGACTATTTGAAGTAAATCCCTGGAAACGTGAAGTGAAACTGC 
TGCTGTCCTCCGAGACACCCATTGAGGGGAAjSAACATGTCCTTTGTGAATGATCTTACAGTCA 
CTCAGGATGGGAGGAAGATTTATTTCACCGATTCTAGCAGCAAATGGCAAAGACGAGACTACC 
TGCTTCTGGTGATGGAGGGCACAGATGACGGGCGCCTGCTGGAGTATGATACTGTGACCAGGG 
AAGTAAAAGTTTTATTGGACCAGCTGCGGTTCCCGAATGGAGTCCAGCTGTCTCCTGCAGAAG 
ACTTTGTCCTGGTGGCAGAAACAACCATGGCCAGGATACGAAGAGTCTACGTTTCTGGCCTGA 
TGAAGGGCGGGGCTGATCTGTTTGTGGAGAACATGCCTGGATTTCCAGACAACATCCGGCCCA 
GCAGCTCTGGGGGGTACTGGGTGGGCATGTCGACCATCCGCCCTAACCCTGGGTTTTCCATGC 
TGGATTTCTTATCTGAGAGACCCTGGATTAAAAGGATGATTTTTAAGCTCTTTAGTCAAGAGA 
CGGTGATGAAGTTTGTGCCGCGGTACAGCCTCGTCCTAGAACTCAGCGACAGCGGTGCCTTCC 
GGAGAAGCCTGCATGATCCCGATGGGCTGGTGGCCACCTACATCAGCGAGGTGCACGAACACG 
ATGGGCACCTGTACCTGGGCTCTTTCAGGTCCCCCTTCCTCTGCAGACTCAGCCTCCAGGCTG 
TT TAGC CCTCCCAGATAGCTGCCCCTGCCACGCAGGCCAGGAGTCTTCACACTCAGGCACCAG 
GCCTGGTCCAGGAGGAGCTGTGGACACAGTCGTGGTTCAAGTGTCCACATGCACCTGTTAGTC 
CCTGAGAGGTGGTGGGAATGGCTGCTTCATTCCTCGAGGATGCCCGGGCCCCACCTGGGCTTG 
TCTTTCTGTTTAGAGGGAAGTGTAACATATCTGCCATGAGGAACATAAATTCATGTAAAGCCA 
TTTTCTCTT7UVACA7VAACAAAACTTTCTAAGTACAATCATTCTCTAGGATTTGGGAAGCTCCT 
TGCACTTGGAACAGGGCTCAGGTGGGTGGAGCAGTAAGGCACTACCCAGAGAGCTTGCTGCTG 
CGGCCCTGTCCTGCGGCCTCAAAGTTCTTCTTTACTATATATAACGTGCGGTCATACCTTTCT 
TCGTTGTGGTGGGGATGGAAGAGCAGAGGGAGCATGGCCCAGGGGTGTTGAGGCCAGCGGTGA 
GAGCCGTGTTAGCCAAGACATGGAACTGTGTTCTCAAGGGTTATGTGGGGCGTGGGCTCTCCA 
TAGTGTGTATGAAAAGCTTGTTGACTCTAGCGGCTCAGAGAGGACTTTGCTGGGTTTCTTTCT 
GTGAATATCTCCGTGCTGACCATGCTGGAATTGGATGATTCTGCAATTCGGGACCTACTGCAG 
GGGTCCGTTTAGTAACGTCTTGTCTGTGATCTTTGTTCTTGACCTCTAGACCCCAAGATGTGA 
ACAGTGCACGTGTTAATGTCATCTTTGCTCATGTGTTATAAGCCCCAAGTTGCTGTATATTTT 
CACAAGTATGTCTACACACTGG 
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FIGURE 106 

MLAVSLTVPLLGAMMLLESPIDPQPLSFKEPPLLLGVLHPNTKLRQAERLFENQLVGPESIAH 
IGDVMFTGTADGRVVKLENGEIETIARFGSGPCKTRDDEPVCGRPLGIRAGPNGTLFVADAYK 
GLFEVNPWKREVKLLLSSETPIEGKNMSFVNDLTVTQDGRKIYFTDSSSKWQRRDYLLLVMEG 
TDDGRLLEYDTVTREVKVLLDQLRFPNGVQLSPAEDFVLVAETTMARIRRVYVSGLMKGGADL 
FVENMPGFPDNIRPSSSGGYWVGMSTIRPNPGFSMLDFLSERPWIKRMIFKLFSQETVMKFVP 
RYSLVLELSDSGAFRRSLHDPDGLVATYISEVHEHDGHLYLGSFRSPFLCRLSLQAV 

Inqpor-tant; features o£ tdie protein: 
Signal peptide: 

amino acids 1-13 

'Transmembrane domain: 

amino acids 1-21 (possible type II) 

N-glycosylation sites . 

amino acids 116-119^ 152-155 

Casein kinase XX phosphorylation sites. 

amino acids 19-22, 27-30, 98-101, 146-149, 221-224, 286-289, 332- 
335 

N-myristoylation sites . 

amino acids 71-76, 92-97, 189-194, 244-249, 338-343 

Amidation site. 

amino acids 164-167 
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FIGURE 107 

AACGAAGCGTGCGCGCTTTGGTAACCGGCTAGAAATCCCGCACGCGCGCCTGCCTCCTCTCCC 
CAGGCCTGAGCTGCCCCTCCCACTGCCTTTCCTTCTTCCCGCGAGTCAGAAGCTTCGCGAGGG 
CCCAGAGAGGCGGTGGGGTGGGCGACCCTACGCCAGCTCCGGGCGGGAGAAAGCCCACCCTCT 
CCCGCGCCCCAGGAAACCGCCGGCGTTCGGCGCTGCGCAGAGCCATGGAATTCTCCTGGCTGG 
AGACGCGCTGGGCGCGGCCCTTTTACCTGGCGTTCGTGTTCTGCCTGGCCCTGGGGCTGCTGC 
AGGCCATTAAGCTGTACCTGCGGAGGCAGCGGCTGCTGCGGGACCTGCGCCCCTTCCCAGCGC 
CCCCCACCCACTGGTTCCTTGGGCACCAGAAGTTTATTCAGGATGATAACATGGAGAAGCTTG 
AGGAAATTATTGAAAAATACCCTCGTGCCTTCCCTTTCTGGATTGGGCCCTTTCAGGCATTTT 
TCTGTATCTATGACCCAGACTATGCAAAGACACTTCTGAGCAGAACAGATCCCAAGTCCCAGT 
ACCTGCAG7\AATTCTCACCTCCACTTCTTGGAAAAGGACTAGCGGCTCTAGACGGACCCAAGT 
GGTTCCAGCATCGTCGCCTACTAACTCCTGGATTCCATTTTAACATCCTGAAAGCATACATTG 
AGGTGATGGCTCATTCTGTGAAAATGATGCTGGATAAGTGGGAGAAGATTTGCAGCACTCAGG 
ACACAAGCGTGGAGGTCTATGAGCACATCAACTCGATGTCTCTGGATATAATCATGAAATGCG 
CTTTCAGCAAGGAGACCAACTGCCAGACAAACAGCACCCATGATCCTTATGCAAAAGCCATAT 
TTGAACTCAGCAAAATCATATTTCACCGCTTGTACAGTTTGTTGTATCACAGTGACATAATTT 
TCAAACTCAGCCCTCAGGGCTACCGCTTCCAGAAGTTAAGCCGAGTGTTGAATCAGTACACAG 
ATACAATAATCCAGGAAAGAAAGAAATCCCTCCAGGCTGGGGTAAAGCAGGATAACACTCCGA 
AGAGGAAGTACCAGGATTTTCTGGATATTGTCCTTTCTGCCAAGGATGAAAGTGGTAGCAGCT 
TCTCAGATATTGATGTACACTCTGAAGTGAGCACATTCCTGTTGGCAGGACATGACACCTTGG 
CAGCAAGCATCTCCTGGATCCTTTACTGCCTGGCTCTGAACCCTGAGCATCAAGAGAGATGCC 
GGGAGGAGGTCAGGGGCATCCTGGGGGATGGGTCTTCTATCACTTGGGACCAGCTGGGTGAGA 
TGTCGTACACCACAATGTGCATCAAGGAGACGTGCCGATTGATTCCTGCAGTCCCGTCCATTT 
CCAGAGATCTCAGCAAGCCACTTACCTTCCCAGATGGATGCACATTGCCTGCAGGGATCACCG 
TGGTTCTTAGTATTTGGGGTCTTCACCACAACCCTGCTGTCTGGAAAAACCCAAAGGTCTTTG 
ACCCCTTGAGGTTCTCTCAGGAGAATTCTGATCAGAGACACCCCTATGCCTACTTACCATTCT 
CAGCTGGATCAAGGAACTGCATTGGGCAGGAGTTTGCCATGATTGAGTTAAAGGTAACCATTG 
CCTTGATTCTGCTCCACTTCAGAGTGACTCCAGACCCCACCAGGCCTCTTACTTTCCCCAACC 
ATTTTATCCTCAAGCCCAAGAATGGGATGTATTTGCACCTGAAGAAACTCTCTGAATGTTAGA 
TCTCAGGGTACAATGATTAAACGTACTTTGTTTTTCGAAGTTAAATTTACAGCTAATGATCCA 
AGCAGATAGAAAGGGATCAATGTATGGTGGGAGGATTGGAGGTTGGTGGGATAGGGGTCTCTG 
TGAAGAGATCCAAAATCATTTCTAGGTACACAGTGTGTCAGCTAGATCTGTTTCTATATAACT 
TTGGGAGATTTTCAGATCTTTTCTGTTAAACTTTCACTACTATTAATGCTGTATACACCAATA 
GACTTTCATATATTTTCTGTTGTTTTTAAT^TAGTTTTCAGAATTATGCAAGTAATAAGTGCA 
TGTATGCTCACTGTCAAAAATTCCCAACACTAGAAAATCATGTAGAATAAAAATTTTAAATCT 
CACTTCACTTAGCCGACATTCCATGCCCTGACCAATCCTACTGCTTTTCCTAAAAACAGAATA 
ATTTGGTGTGCATTCTTTCAGACTTTTTCCTATACATTTTATATGTAGAAATGTAGCAATGTA 
TTTGTATAGATGTGATCATTCCTATATTGTTATTGATTTTTTTCACTTAATAAAAATTCACCT 
TATTCCTTAAAA 
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FIGURE 108 

MEFSWLETRWARPFYLAFVFCLALGLLQAIKLYLRRQRLLRDLRPFPAPPTHWFLGHQKFIQD 
DNMEKLEEIIEKYPRAFPFWIGPFQAFFCIYDPDYAKTLLSRTDPKSQYLQKFSPPLLGKGLA 
ALDGPKWFQHRRLLTPGFHFNILKAYIEVMAHSVKMMLDKWEKICSTQDTSVEVYEHINSMSL 
DIIMKCAFSKETNCQTNSTHDPYAKAIFELSKIIFHRLYSLLYHSDIIFKLSPQGYRFQKLSR 
VLNQYTDTIIQERKKSLQAGVKQDNTPKRKYQDFLDIVLSAKDESGSSFSDIDVHSEVSTFLL 
AGHDTLAASISWILYCLALNPEHQERCREEVRGILGDGSSITWDQLGEMSYTTMCIKETCRLI 
PAVPSISRDLSKPLTFPDGCTLPAGITWLSIWGLHHNPAVWKNPKVFDPLRFSQENSDQRHP 
YAYLPFSAGSRNCIGQEFAMIELKVTIALILLHFRVTPDPTRPLTFPNHFILKPKNGMYLHLK 
KLSEC 

Iniportant: fea-tures of Uie prot:e±n: 
Signal pept:xde: 

amino acids 1-2 9 

Transmembrane domains : 

amino acids 310-330, 397-413, 459-473 

N-glycosyla'bion site . 

amino acids 206-210 

cAMP- and cGMP-dependen't protein kinase phosphorylation site. 

amino acids 265-269, 504-520 

N-myristeylat:ion sites . 

amino acids 25-31, 298-304, 353-359, 450-456, 456-462 

Cytechrome P450 cysteine heme-iron ligand signatere. 

amino acids 447-457 

Cytechrome P450 cysteine heme-iron ligand proteins . 

amino acids 444-475 
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FIGURE 109 

GGCGTTCCGGGCCTCAACTTTGGCGTCGTGAGATTCTTGTGAGGCGTCTGCCTGGAAGCCGGC 
AGCAATTTTGCTTCTTTAAAGAGAAAAAGAAGGCTAGGGACTCAGATTCCTGGATTCTGAGAT 
CCAGACCAGCTCCTCCCAGACCTCTCCAGTU^GAAGCCATGGGAACCCCTCGTATCCAGCATTT 
GCTGATCCTCCTGGTCCTAGGAGCCTCCCTCCTGACCTCGGGCCTAGAGCTGTATTGTCAAAA 
GGGTCTGTCCATGACTGTGGAAGCAGATCCAGCCAATATGTTTAACTGGACCACAGAGGAAGT 
GGAGACTTGTGACA7\AGGGGCACTTTGCCAGGAAACCATACTAATAATTAAAGCAGGGACTGA 
GACAGCCATTTTGGCCACGT^GGGCTGCATCCCGGAAGGGGAGGAGGCCATAACAATTGTCCA 
GCACTCTTCACCTCCCGGCCTGATCGTGACCTCCTACAGTAACTACTGTGAGGATTCCTTCTG 
TAATGACAAAGACAGCCTGTCTCAGTTTTGGGAGTTCAGTGAGACCACAGCTTCCACTGTGTC 
AACT^CCCTCCATTGTCCAACCTGTGTGGCTTTGGGGACCTGTTTCAGTGCTCCTTCTCTTCC 
CTGTCCCAATGGTACAACTCGATGCTATC/y^GGAAAACTTGAGATCACTGGAGGTGGCATTGA 
GTCGTCTGTGGAGGTCAAAGGCTGTACAGCCATGATTGGCTGCAGGCTGATGTCTGGAATCTT 
AGCAGTAGGACCCATGTTTGTGAGGGAAGCGTGCCCACATCAGCTGCTCACTCAACCTCGAAA 
GACTGAAAATGGGGCCACCTGTCTTCCCATTCCTGTTTGGGGGTTACAGCTACTGCTGCCATT 
GCTGCTGCCATCATTTATTCACTTTTCCTAAGAAGGCACTTCTGGGCCTGGGTCTGAGGACAT 
CTTTTTTGACTGGGAGCCTTCTTACTGTTGAGGTTCAACAAGCTGAGGAGTAGATGGGAATTT 
GAGGGAGAATACAGAGATACTATGAACGTATTTGACATTTTTAATACAATTTCTGCTATAATT 
TTTGTATGCAGTAGGCGTTACTAATAAACATTTCTGCTGTGA 
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FIGURE 110 

MGTPRIQHLLILLVLGASLLTSGLELYCQKGLSMTVEADPANMFNWTTEEVETCDKGALCQET 
ILIIKAGTETAILATKGCIPEGEEAITIVQHSSPPGLIVTSYSNYCEDSFCNDKDSLSQFWEF 
SETTASTVSTTLHCPTCVALGTCFSAPSLPCPNGTTRCYQGKLEITGGGIESSVEVKGCTAMI 
GCRLMSGILAVGPMFVREACPHQLLTQPRKTENGATCLPIPVWGLQLLLPLLLPSFIHFS 

Isipor^nt: fea'bures of ^he protein: 
Signal peptide: 

amino acids 1-23 

Transmembrane domain: 

amino acids 184-201 

N*glycosyla'tlon sites . 

amino acids 45-49, 159-163 

N-myrlsteyla'blon sites. 

amino acids 31-37, 70-76, 99-105, 147-153, 160-166, 174-180, 
175-181 
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FIGURE 111 

CGAGAAGAGGACAGAGGAGACTGAGCAi\AGGGGGGTGGGCTCCAGGCGACCCCTAGCCCAATTCTGCCCCTCCAT 
CCCAAGGGGCAGAGAAATTGTCTTTCTTTGCTGACTCCTACGAGGAAAAAAAAAAAAAAAAAAAAAACCATTTAA 
AGGGAAAGATAAACGGAGACGGAGGAAAGGTGGCAGCCAGATTACTTAGAGAGGCACAGAGGAGAGAGATCGGGG 
TGAGTCGCC ATG GGGACTCCCAGGGCCCAGCACCCGCCGCCTCCCCAGCTGCTGTTCCTAATTCTGCT6AGCTGT 
CCCTGGATCCAGGGTCTGCCCCTGAAGGAGGAGGAGATATTGCCAGAGCCTGGAAGTGAGACCCCCACGGTGGCC 
TCTGAGGCCCTGGCTGAACTGCTTCATGGGGCCCTGCTGAGGAGGGGCCCAGAGATGGGCTACCTGCCAGGATCT 
GATCCGGACCCCACGCTAGCCACCCCTCCGGCCGGCCAGACTCTCGCAGTGCCCTCCCTGCCACGGGCCACTGAG 
CCGGGGACAGGGCCTCTGACAACAGCCGTCACCCCTAACGGGGTCAGGGGGGCAGGCCCCACTGCGCCAGAACTG 
CTGACCCCGCCCCCAGGAACCACAGCCCCACCCCCACCCAGCCCTGCCTCCCCAGGGCCTCCCCTTGGGCCTGAG 
GGAGGAGAGGAGGAGACGACGACCACCATCATCACCACGACAACTGTTACCACTACGGTGACCAGCCCAGTTCTG 
TGTAATAACAACATCTCCGAGGGCGAAGGGTATGTGGAGTCTCCAGATCTGGGGAGCCCCGTCAGCCGCACCCTG 
GGGCTCCTGGACTGCACTTACAGCATCCATGTCTACCCTGGCTACGGCATTGAGATCCAGGTGCAGACGCTGAAC 
CTGTCACAGGAAGAGGAGCTCCTGGTGCTGGCTGGTGGGGGATCCCCAGGCCTGGCCCCCCGACTCCTGGCCAAC 
TCATCCATGCTTGGAGAAGGACAAGTCCTTCGGAGCCCAACCAACCGGCTGCTTCTGCACTTCCAGAGCCCACGG 
GTCCCAAGGGGCGGTGGCTTCAGGATCCACTATCAGGCCTACCTCCTGAGCTGTGGCTTCCCTCCCCGGCCGGCC 
CATGGGGACGTGAGTGTGACGGACCTGCACCCTGGGGGCACTGCCACCTTTCACTGTGATTCGGGCTACCAGCTG 
CAGGGAGAGGAGACCCTCATCTGCCTCAATGGCACCCGGCCATCCTGGAACGGTGT^AACCCCCAGCTGCATGGCA 
TCCTGTGGTGGCACCATCCACAATGCCACCCTGGGCCGCATCGTGTCCCCAGAGCCTGGGGGAGCCGTAGGGCCC 
AACCTCACCTGCCGTTGGGTCATTGAAGCAGCTGAGGGGCGCCGGCTGCACCTGCACTTTGAAAGGGTCTCGCTG 
GATGAGGACAATGACCGGCTGATGGTGCGCTCAGGGGGCAGCCCCCTATCCCCCGTGATCTATGATTCGGACATG 
GACGATGTCCCCGAGCGGGGTCTCATCAGTGACGCCCAGTCCCTCTACGTGGAGCTGCTGTCAGAGACACCTGCC 
AATCCCCTGCTGTT7y\GCCTTCGATTTGAAGCCTTTGAGGAGGATCGCTGCTTCGCCCCCTTCCTGGCACATGGA 
AATGTCACTACCACGGACCCTGAGTATCGCCCAGGGGCACTGGCAACCTTCTCGTGCCTCCCAGGATATGCCCTG 
GAGCCCCCTGGGCCCCCCAATGCCATCGAATGTGTGGATCCCACAGAACCCCACTGGAACGACACAGAGCCGGCC 
TGCAAAGCCATGTGTGGAGGGGAGCTGTCGGAACCAGCTGGCGTGGTCCTCTCTCCCGACTGGCCCCAGAGCTAT 
AGCCCGGGCCAAGACTGCGTGTGGGGCGTGCACGTCCAGGAAGAGAAGCGCATCTTGCTCCAAGTTGAGATATTG 
AATGTGCGGGAAGGGGACATGCTGACGCTGTTCGACGGGGACGGTCCCAGCGCCCGAGTCTTGGCCCAGCTGCGG 
GGACCTCAGCCGCGCCGCCGCCTTCTCTCCTCTGGGCCCGACCTCACACTGCAGTTTCAGGCACCGCCCGGGCCC 
CCAAATCCAGGCCTGGGCCAGGGCTTCGTATTGCACTTCAAAGAGGTCCCGAGGAACGACACGTGCCCCGAGCTG 
CCACCTCCGGAGTGGGGCTGGAGAACGGCATCCCACGGGGACCTGATCCGGGGCACGGTGCTCACCTACCAGTGC 
GAGCCTGGCTACGAGCTGCTAGGCTCCGACATTCTCACTTGCCAGTGGGACCTGTCTTGGAGCGCCGCGCCGCCC 
GCCTGCCAAAAGATCATGACTTGTGCTGACCCTGGCGAGATTGCCAACGGGCACCGCACCGCCTCGGACGCCGGC 
TTCCCCGTTGGCTCCCACGTCCAGTACCGCTGCCTGCCAGGGTACAGCCTCGAGGGGGCAGCCATGCTCACCTGC 
TACAGCCGGGACACAGGCACACCCAAGTGGAGCGATAGGGTCCCCAAATGCGCCTTGAAGTACGAGCCGTGCCTG 
AACCCGGGGGTTCCCGAGAATGGCTACCAGACGCTGTACAAGCACCACTACCAGGCGGGCGAGTCTCTGCGCTTC 
TTCTGCTATGAGGGCTTTGAGCTTATCGGCGAGGTCACCATCACCTGTGTGCCCGGCCACCCCTCCCAGTGGACC 
AGCCAGCCCCCACTCTGCAAAGTGACCCAGACCACAGATCCATCACGGCAGCTGGAAGGGGGGAACCTGGCCCTG 
GCCATCCTGCTGCCTCTAGGCTTGGTCATTGTCCTCGGCAGTGGCGTTTACATCTACTACACCAAGCTTCAGGGA 
AAGTCCCTTTTCGGCTTCTCGGGCTCCCACTCCTACAGCCCCATCACCGTGGAGTCGGACTTCAGCAACCCGCTG 
TATGAAGCTGGGGATACGCGGGAGTATGAAGTTTCCATCTCAACCCCAAGACTACAGCTGCAGGACCCAGGACGC 
CCCTCCCCTCCTCATTCGGGCAGAGGGAAATACGGGACCCGGTCTCTGCCTCCTGGCTGCCCTCCTCCCTGGCTG 
TGTAAATAGTCTCCCTATCCCACGAGGGGGCTTTGATGGCCCTGGAGATCCTACAGTAAATAAACCAGCATCCTG 
CCGCCCAAAAAA 
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FIGURE 112 

MGTPRAQHPPPPQLLFLILLSCPWIQGLPLKEEEILPEPGSETPTVASEALAELLHGALLRRG 
PEMGYLPGSDPDPTLATPPAGQTLAVPSLPRATEPGTGPLTTAVTPNGVRGAGPTAPELLTPP 
PGTTAPPPPSPASPGPPLGPEGGEEETTTTIITTTTVTTTVTSPVLCNNNISEGEGYVESPDL 
GSPVSRTLGLLDCTYSIHVYPGYGIEIQVQTLNLSQEEELLVLAGGGSPGLAPRLLANSSMLG 
EGQVLRSPTNRLLLHFQSPRVPRGGGFRIHYQAYLLSCGFPPRPAHGDVSVTDLHPGGTATFH 
CDSGYQLQGEETLICLNGTRPSWNGETPSCMASCGGTIHNATLGRIVSPEPGGAVGPNLTCRW 
VIEAAEGRRLHLHFERVSLDEDNDRLMVRSGGSPLSPVIYDSDMDDVPERGLISDAQSLYVEL 
LSETPANPLLLSLRFEAFEEDRCFAPFLAHGNVTTTDPEYRPGALATFSCLPGYALEPPGPPN 
AIECVDPTEPHWNDTEPACKAMCGGELSEPAGVVLSPDWPQSYSPGQDCVWGVHVQEEKRILL 
QVEILNVREGDMLTLFDGDGPSARVLAQLRGPQPRRRLLSSGPDLTLQFQAPPGPPNPGLGQG 
FVLKFKEVPRNDTCPELPPPEWGWRTASHGDLIRGTVLTYQCEPGYELLGSDILTCQWDLSWS 
AAPPACQKIMTCADPGEIANGHRTASDAGFPVGSHVQYRCLPGYSLEGAAMLTCYSRDTGTPK 
WSDRVPKCALKYEPCLNPGVPENGYQTLYKHHYQAGESLRFFCYEGFELIGEVTITCVPGHPS 
QWTSQPPLCKVTQTTDPSRQLEGGNLALAILLPLGLVIVLGSGVYIYYTKLQGKSLFGFSGSH 
SYSPITVESDFSNPLYEAGDTREYEVSI 

lmport:an^ £eat:ures o£ "the protexn: 
Signal pep1:±de: 
amino acids 1-27 
Transmembrane domain: 
amino acids 842-864 
N-glycosyla^lon sites . 

amino acids 176-180, 222-226, 247-251, 332-336, 355-359, 373-377, 

4 73-477, 517-521, 641-64 5 

Tyrosine kinase pluospliorylalilon site. 

amino acids 61-69 

N-myrlst:oyla^lon sites • 

amino acids 2-8, 84-90, 111-117, 114-120, 190-196, 198-204, 
235-241, 309-315, 333-339, 351-357, 472-478, 484-490, 528-534, 
626-632, 665-671, 775-781, 842-848 
Amlda'blon site, 
amino acids 384-388 

Prokaryot;lc membrane lipoprotein lipid a'btechmen'b site. 

amino acids 12-23 

CUB domain proteins profile . 

amino acids 202-218, 376-392, 553-569 
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FIGURE 113 

GCCGCGGGCGGAGCTGCCTGCCGGTCCCGCGCCGCGCGTCCGCACTCCTCGGCCCTCGGGCGGTCGATGGGACGG 
GGCGCCGCGGAGCAGGAGGCGGCGCCCGTCGGGGTGCTCGGGCCGCGCGGGAGCCCACTGTGGGGCTCGGGCATG 
GCGGGCCGCAGGACCTGAGCTCTCCTCAGGGGAGCGGGGAGGCAGCTGCTGGCCGGCGATGGGGACGGAGTGGGG 
CCGTCGCCGCCGCGCCGAGCCGTGAGCGCCGAGCCACCGCCGCCGCTACCTCAGCCCTTCGCGAAGCGCCGGGCA 
GCTCGGGAAC ATQ GCCCTGGAGCGGCTCTGCTCGGTCCTCAAAGTGTTGTTAATAACAGTACTGGTAGTGGAAGG 
GATTGCCGTGGCCCAAAAAACCCAAGATGGACAAAATATTGGAATCAAGCATATTCCTGCAACCCAGTGTGGCAT 
TTGGGTTCGAACCAGCAATGGAGGTCATTTTGCTTCGCCAAATTATCCTGACTCATATCCACCAAACAAGGAGTG 
TATCTACATTTTGGAAGCTGCTCCACGTCAAAGAATAGAGTTGACCTTTGATGT^CATTATTATATAGAACCATC 
ATTTGAGTGTCGGTTTGATCACTTGGAAGTTCGAGATGGGCCATTTGGTTTCTCTCCTCTTATAGATCGTTACTG 
TGGCGTGAAAAGCCCTCCATTAATTAGATCAACAGGGAGATTCATGTGGATTAAGTTTAGTTCTGATGAAGAGCT 
TGAAGGACTGGGATTTCGAGCAAAATATTCATTTATTCCAGATCCAGACTTTACTTACCTAGGAGGTATTTTAAA 
TCCCATTCCAGATTGTCAGTTCGAGCTCTCGGGAGCTGATGGAATAGTGCGCTCTAGTCAGGTAGAACAAGAGGA 
GAAAACAAAACCAGGCCAAGCCGTTGATTGCATCTGGACCATTAAAGCCACTCCAAAAGCTAAGATTTATTTGAG 
GTTCCTAGATTATCAAATGGAGCACTCAAATGAATGCAAGAGAAACTTCGTTGCAGTCTATGATGGAAGCAGTTC 
TATTGAAAACCTGAAGGCCAAGTTTTGCAGCACTGTGGCCAATGATGTAATGCTTAAAACAGGAATTGGAGTGAT 
TCGAATGTGGGCAGATGAAGGTAGTCGGCTTAGCAGGTTTCGAATGCTCTTTACTTCCTTTGTGGAGCCTCCCTG 
CACAAGCAGCACTTTCTTTTGCCATAGCAACATGTGCATCAATAATTCTTTAGTCTGTAATGGTGTCCAAAATTG 
TGCATACCCTTGGGATGAAAATCATTGTAAAGAAAAGAAAA7\AGCAGGAGTATTTGAACAAATCACT7\AGACTCA 
TGGAACAATTATTGGCATTACTTCAGGGATTGTCTTGGTCCTTCTCATTATTTCTATTTTAGTACAAGTGAAACA 
GCCTCGAAAAAAGGTCATGGCTTGCAAAACCGCTTTTAATAAAACCGGGTTCCAAGAAGTGTTTGATCCTCCTCA 
TTATGAACTGTTTTCACTAAGGGACAAAGAGATTTCTGCAGACCTGGCAGACTTGTCGGAAGAATTGGACAACTA 
CCAGAAGATGCGGCGCTCCTCOACCGCCTCCCGCTGCATCCACGACCACCACTGTGGGTCGCAGGCCTCCAGCGT 
CAAACAAAGCAGGACCAACCTCAGTTCCATGGAACTTCCTTTCCGAAATGACTTTGCACAACCACAGCCAATGAA 
AACATTTAATAGCACCTTCAAGAAAAGTAGTTACACTTTCAAACAGGGACATGAGTGCCCTGAGCAGGCCCTGGA 
AGACCGAGTAATGGAGGAGATTCCCTGTGAAATTTATGTCAGGGGGCGAGAAGATTCTGCACAAGCATCCATATC 
CATTGACTTCTAATCTTCTGCTAATGGTGATGTGAATTCTTAGGGTGTGTACGTACGCAGCCTCCAGGGCACCAT 
ACTGTTTCCAGCAGCCAACCCTTTTCTCCCATCACAACTACGAAGACCTTGATTTACCGTTAACCTATTGTATGG 
TGATGTTTTTATTCTCTCAGGCAGTCTATATATGTTAAACCAATCAAGGAACTTACTCTATTCAGTGGAAACAAT 
AATCATCTCTATTGCTTGGTGTCATTTATAGGAAGCACTGCCAGTTAAAGAGCATTAGAAGAGGTGGTTGGATGG 
AGCCAGGCTCAGGCTGCCTCTTCGTTTTAGCAACAAGAAGACTGCTCTTGACTGATAACAGCTCTGTCAATATTT 
TGATGCCACAATAAACTTGATTTTTTTTTACATTCCTTTTATTTTTCCTTTCTCTAAATTTAATTTGTTTTATAA 
GCCTATCGTTTTACCATTTCATTTTCTTACATAAGTACAAGTGGTTAATGTACCACATACTTCAGTATAGGCATT 
TGTTCTTGAGTGTGTCAAAATACAGCTAGTTACTGTGCCAATTAAGACCCAGTTGTATTTCACCCATCTGTTTCT 
TCTTGGCTAATCTCTGTACTTCTGCCTTTTAATTACTGGGCCCTTATTCCTTATTTTCTGTGAGAAATAATAGAT 
GATATGATTTATTACCTTTCAATTATATTTTTCTCAGTTATACTAGAA/y^TTTCATAATCCTGGGATATATGTAC 
CATTGTCAGCTATGACTAAAAATTTGAAAAAGATAAAAATTTCTAGCAAGCCTTTGAAGTTTACCAAGTATAGTC 
ACATTCAGTGACAGCCCATTCATTCCAGTAAAGAATCATTTCATTCACTTTGGGAGAGGCCTATAATTACATTTA 
TTTGCAATGTTTCTCTTCGCTAGATTGTTACATAGCTCCCATTCTGTTGGTTTTGCTTACAGCATATGGTAACCA 
AGGTTAGATGCCAGTTAAAATTCCTTAGAAATTGGATGAGCCTTGAGATTGCTTCTTAACTGGGACATGACATTT 
TTCTAGCTCTTATCAAGAATAACAACTTCCACTTTTTTTTi\AACTGCACTTTTGACTTTTTTTATGGTATAAAAA 
CAATAATTTATAAACATAAAAGCTCATTGTGTTTTTTAGACTTTTGATATTATTTGATACTGTACAAACTTTATT 
AAATCAAGATGAAAGACCTACAGGACAGATTCCTTTCAGTGTTCACATCAGTGGCTTTGTATGCAAATATGCTGT 
GTTGGACCTGGACGCTATAACTTATTGTAAAGACCTTGGAAATGTGGACATAAGCTCTTTCTTTCCTTTTGTTAC 
TGTATTTAGTTTGTGATAAATTTTTCACTGTGTGATATTTATGCTCTAAATCACTACACAAATCCCATATTAAAA 
TATACATTGTACCTGA7U\AAAAA 
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FIGURE 114 

MALERLCSVLKVLLITVLVVEGIAVAQKTQDGQNIGIKHIPATQCGIWVRTSNGGHFASPNYP 
DSYPPNKECIYILEAAPRQRIELTFDEHYYIEPSFECRFDHLEVRDGPFGFSPLIDRYCGVKS 
PPLIRSTGRFMWIKFSSDEELEGLGFRAKYSFIPDPDFTYLGGILNPIPDCQFELSGADGIVR 
SSQVEQEEKTKPGQAVDCIWTIKATPKAKIYLRFLDYQMEHSNECKRNFVAVYDGSSSIENLK 
AKFCSTVANDVMLKTGIGVIRMWADEGSRLSRFRMLFTSFVEPPCTSSTFFCHSNMCINNSLV 
CNGVQNCAYPWDENHCKEKKKAGVFEQITKTHGTIIGITSGIVLVLLIISILVQVKQPRKKVM 
ACKTAFNKTGFQEVFDPPHYELFSLRDKEISADIADLSEELDNYQKMRRSSTASRCIHDHHCG 
SQASSVKQSRTNLSSMELPFRNDFAQPQPMKTFNSTFKKSSYTFKQGHECPEQALEDRVMEEI 
PCE I Y VRGRE DS AQAS I S I D F 

IxDportiant: £eat:ures of the protein: 
Sxgnal peptide: 

amino acids 1-22 

Transmembrane domain: 

amino acids 348-369 

N-glyccsylatxon sites . 

amino acids 311-315, 385-389, 453-457, 475-479 

cAMP- and cGMP-dependent protein kinase phosphorylation sites. 

amino acids 426-430, 479-483 

N-myrlstoylatlon sites. 

amino acids 22-28, 32-38, 54-60, 186-192, 279-285, 318-324, 
348-354, 352-358, 441-447 
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FIGURE 115 

GGTCTCTGTCCTTGGCTGTGGCTCCTGCGCTCTGGCTGAGCCATGTTCCTTCTCCTCGCCCTC 
CTCACTGAGCTTGGAAGACTGCAAGCCCACGAAGGTTCTGAAGGAATATTTCTGCATGTCACA 
GTTCCACGGAAGATTAAGTCAAATGACAGTGAAGTTTCAGAGAGGAAGATGATTTACATCATT 
ACAATTGATGGACAACCTTACACTCTACATCTCGGAAAACAATCATTCTTACCCCAGAACTTT 
TTGGTTTATACATATAATGAAACTGGATCTTTGCATTCTGTGTCTCCATATTTTATGATGCAT 
TGCCATTACCAAGGATATGCTGCCGAATTTCCAAATTCATTTGTGACACTCAGTATATGTTCT 
GGTCTCAGGGGATTTCTCCAGTTTG7\AAATATCAGTTATGGAATTGAACCAGTAGAATCTTCA 
GCAAGATTTGAGCATATAATTTATCAAATGAAAAATAATGATCCAAATGTATCCATTTTAGCA 
GTAAATTACAGTCATATTTGGCAGAAAGACCAGCCCTACAAAGTTCCTTTAAACTCACAGATA 
AAAAATCTTTCAAAACTATTACCCCAATATCTGGAAATATACATTATAGTGGAAAAAGCTTTG 
ATGTTTACCCAGTTCAAATTGACTGTTATACTGTCTTCCTTGGAATTGTGGTCAAATGAAAAC 
CAGATTTCCACCAGTGGGGATGCTGATGATATATTACAAAGATTTTTGGCATGGAAACGGGAC 
TATCTCATCCTACGGCCCCATGACATAGCATACTTACTTGTTTACAGGAAACATCCTAAATAT 
GTGGGAGCAACATTTCCTGGCACCGTATGCAATAT^AAGCTATGATGCAGGTATTGCTATGTAT 
CCAGATGCAATAGGTTTGGAGGGATTTTCGGTTATTATAGCTCAACTGCTTGGCCTT7\ATGTA 
GGATTAACATATGATGACATCACTCAGTGTTTCTGTCTGAGAGCTACATGCATCATGAATCAT 
GAAGCAGTGAGTGCCAGTGGTAGAAAGATTTTTAGCAACTGCAGCATGCACGACTATAGATAT 
TTTGTTTCAAAATTTGAGACTAAATGCCTTCAGT^GCTTTCAAATTTGCAACCATTACATCAA 
AATCAACCAGTGTGTGGTAATGGGATTTTGGAATCCAATGAAGAATGTGACTGTGGTAATAAA 
AATGAATGTCAATTTAAGAAGTGCTGTGATTATAACACATGTAAACTGAAGGGCTCAGTAAAA 
TGTGGTTCTGGACCATGTTGTACATCAAAGTGTGAGTTGTCAATAGCAGGCACTCCATGTAGA 
AAGAGTATTGATCCAGAGTGTGATTTTACAGAGTACTGCAATGGAACCTCTAGTAATTGTGTT 
CCTGACACTTATGCACTGAATGGCCGTTTGTGCAAGTTGGGAACTGCCTATTGCTATAACGGA 
CAATGTCAAACTACTGATAACCAGTGTGCCAAGATATTTGGAAAAGGTGCTCAAGGTGCTCCA 
TTTGCCTGTTTTAAAGAAGTTAATTCTCTGCATGAAAGATCTGAAAACTGTGGTTTTAAAAAT 
TCACAACCATTACCTTGTGAACGGAAGGATGTTCTCTGTGGAAAATTAGCTTGTGTTCAGCCA 
CATAAAAATGCTAATAAAAGTGACGCTCAATCTACAGTTTATTCATATATTCAAGACCATGTA 
TGTGTATCTATAGCCACTGGTTCCTCCATGAGATCAGATGGAACAGACAATGCCTATGTGGCT 
GATGGCACCATGTGTGGTCCAGAAATGTACTGTGTAAATAAAACCTGCAGAAAAGTTCATTTA 
ATGGGATATAACTGTAATGCCACCACA7\7\ATGCAAAGGGAAAGGGATATGTAATAATTTTGGT 
AATTGTCAATGCTTCCCTGGACATAGACCTCCAGATTGTAAATTCCAGTTTGGTTCCCCAGGG 
GGTAGTATTGATGATGGAAATTTTCAGAAATCTGGTGACTTTTATACTGAAAAAGGCTACAAT 
ACACACTGGAACAACTGGTTTATTCTGAGTTTCTGCATTTTTCTGCCGTTTTTCATAGTTTTC 
ACCACTGTGATCTTTAAAAGAT^TGAAATAAGTAAATCATGTAACAGAGAGAATGCAGAGTAT 
AATCGTAATTCATCCGTTGTATCAGAAAGCGATGACGTGGGACATTAATATTGCACAGAACTT 
CCATAGCAAAT7\ACCTAAAGGAACGAATGTGCTTTATTTATAACCTTACGTTATCCCCAATGC 
ATTGTAAATGTCAAACTTTTGGAAAATAAAGCCTGCGTGCCCTCCC 
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FIGURE 116 

MFLLLALLTELGRLQAHEGSEGIFLHVTVPRKIKSNDSEVSERKMIYIITIDGQPYTLHLGKQ 
SFLPQNFLVYTYNETGSLHSVSPYFMMHCHYQGYAAEFPNSFVTLSICSGLRGFLQFENISYG 
lEPVESSARFEHIIYQMKNNDPNVSILAVNYSHIWQKDQPYKVPLNSQIKNLSKLLPQYLEIY 
IIVEKALMFTQFKLTVILSSLELWSNENQISTSGDADDILQRFLAWKRDYLILRPHDIAYLLV 
YRKHPKYVGATFPGTVCNKSYDAGIAMYPDAIGLEGFSVIIAQLLGLNVGLTYDDITQCFCLR 
ATCIMNHEAVSASGRKIFSNCSMHDYRYFVSKFETKCLQKLSNLQPLHQNQPVCGNGILESNE 
ECDCGNKNECQFKKCCDYNTCKLKGSVKCGSGPCCTSKCELSIAGTPCRKSIDPECDFTEYCN 
GTSSNCVPDTYALNGRLCKLGTAYCYNGQCQTTDNQCAKIFGKGAQGAPFACFKEVNSLHERS 
ENCGFKNSQPLPCERKDVLCGKLACVQPHKNANKSDAQSTVYSYIQDHVCVSIATGSSMRSDG 
TDNAYVADGTMCGPEMYCVNKTCRKVHLMGYNCNATTKCKGKGICNNFGNCQCFPGHRPPDCK 
FQFGSPGGSIDDGNFQKSGDFYTEKGYNTHWNNWFILSFCIFLPFFIVFTTVIFKRNEISKSC 
NRENAEYNRNSSVVSESDDVGH 

Impor'ban^ feat:ures of t;he pi:ot:e±n: 
Signal pep-txde: 
amino acids 1-16 
Transmembrane domain: 
amino acids 665-684 
N-glycosyla'blon sites . 

amino acids 36-39, 76-79, 122-125, 149-152, 156-159, 177-180, 
270-273, 335-338, 441-444, 537-540, 587-590, 601-604, 703-706 
Casein kinase IZ phosphorylai;lon sites . 

amino acids 74-77, 208-211, 221-224, 304-307, 337-340, 346-349, 
376-380, 415-418, 499-502, 639-642, 708-711 
Tyrosine kinase phosphorylation site, 
amino acids 243-249 
N-myrlsteylatlon sites • 

amino acids 53-58, 79-84, 266-271, 298-303, 372-377, 403-408, 
408-413, 442-447, 462-467, 469-474, 488-493, 567-572, 610-615, 
616-621, 634-639 
Amldalrlon site, 
amino acids 328-331 
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FIGURE 117 

CCCACGCGTCCGCGGACGCGTGGGGCTCAGTGGGCGTCGCGCGAAGGCTAAGGGAGTGTGGCG 
GGCGGCTCCGGGAGCCAAC&TCCCTCGGTATGCGCAGCTGGTCATGGGCCCCGCGGGCAGCGG 
GAAGAGCACCTACTGTGCCACCATGGTCCAGCACTGTGAAGCCCTC/^CCGGTCTGTCCAAGT 
TGTAAACCTGGATCCAGCAGCAGAACACTTCAACTACTCCGTGATGGCTGACATCCGGGAACT 
GATCGAGGTGGATGATGTAATGGAGGATGATTCTCTGCGATTCGGTCCCAACGGAGGATTGGT 
ATTTTGCATGGAGTACTTTGCCAATAATTTTGACTGGCTGGAGAACTGTCTTGGCCATGTAGA 
GGACGACTATATCCTTTTTGATTGTCCAGGTCAGATTGAGTTGTACACTCACCTGCCTGTGAT 
GAAACATCTGGTCCAGCAGCTCGAGCAGTGGGAGTTCCGAGTCTGTGGAGTTTTTCTTGTTGA 
TTCTCAGTTCATGGTGGAGTCATTCAAGTTTATTTCTGGCATCTTGGCAGCCCTGAGTGCCAT 
GATCTCTCTAGAAATTCCGCAAGTC7\ACATCATGACAAAAATGGATCTGCTGAGTAAAAAAGC 
AAAAAAGGAAATTGAGAAATTTTTAGATCCAGACATGTATTCTTTATTAGAAGATTCTACAAG 
TGACTTAAGAAGCAAAAAATTCAAGAAACTGACTATU^GCTATATGTGGACTGATTGATGACTA 
CAGCATGGTTCGATTTTTACCTTACGATCAGTCAGATGAAGAAAGCATGAACATTGTATTGCA 
GCATATTGATTTTGCCATTCAATATGGAGAAGACCTAGAATTTAAAGAACCAAAGGAACGTGA 
AGATGAGTCTTCCTCTATGTTTGACGAATATTTTCAAGAATGCCAGGATGAATGAAGAGTTTA 
CTAAAAGTAACCATCTAAAGAGCTTGTGGCCAAACCAGCAGAACATTCTTCTCTTCT^AAGGAT 
GCAATAGTAGAAAGCTACTTATTTTAATGAAAAAAAGT/^AAACTTCGTTCTTTATCAGCCTCA 
TGCCTGAATCAAATTTTTAATTATTCTGAAACTGCTGCTGTTTAAAGTGGAATCTTTTAGTAT 
TATAACAGCATCACTTTAGATTTTGTAAGTCAAAATTGAAATGAATGCACATAGATTTATATA 
TAAATTAGCACCTGAGCTAAGGTTAAGGCCGGTCTAAACTTATTTTCACTTTTTGTATTATTT 
TTGAGATGCAGGAATTACTGTAACAAAATATGTATGTCCGAAGGGAAAAAGCTGCAAGGATAT 
ATATAAGACCACTGCTTATCTGTATCTTCCCATTTTCCTATATTGAAAATGTATATTATTTAT 
ATAACTTAAAAAGTAAAAAT7U\CTATGTTTTGAGAT 
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FIGURE 118 

MPRYAQLVMGPAGSGKSTYCATMVQHCEALNRSVQVVNLDPAAEHFNYSVMADIRELIEVDDV 
MEDDSLRFGPNGGLVFCMEYFANNFDWLENCLGHVEDDYILFDCPGQIELYTHLPVMKHLVQQ 
LEQWEFRVCGVFLVDSQFMVESFKFISGILAALSAMISLEIPQVNIMTKMDLLSKKAKKEIEK 
FLDPDMYSLLEDSTSDLRSKKFKKLTKAICGLIDDYSMVRFLPYDQSDEESMNIVLQHIDFAI 
QYGEDLEFKEPKEREDESSSMFDEYFQECQDE 

Inqpoirteni: £eat;ures o£ t;he pro'teln: 
Signal pep'tide: 

amino acids 1-2 9 

Transmembrane domain: 

amino acids 151-170 

N-glycosylat:ion sites . 

amino acids 31-35, 47-51 

cAMP- and cGMP-dependent: proliein kinase phosphorylation site. 

amino acids 212-216 

Tyrosine kinase phosphorylation site. 

amino acids 189-197 

N-myristoylation sites . 

amino acids 13-19, 76-82, 154-160 

ATP/GTP-binding site motif A (P-loop) . 

amino acids 10-18 
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FIGURE 119 

GGGCGCTGGGAGACACCGGACGCCCGCTCGGCTGCGCTGCGGCTCA"GGCCCCCGCTCGGGCCC 
GACCCGCTCGGTCACCGCCGGCTCGGGCGCGCACCTGCCGGCTGCGGCCCCAGGGCCATGCGG 
AGGCCCACGAGGAGGCCGGCGGCCACGCGCATCCCGTAGCCCAGGTGGCCCAGGTCTGCACCG 
CGGCGGCCTCGGCGCCATGGAGCCCCCGTATTCGCTGACGGCGCACTACGATGAGTTCCAAGA 
GGTCAAGTACGTGAGCCGCTGCGGCGCGGGGGGCGCGCGCGGGGCCTCCCTGCCCCCGGGCTT 
CCCGTTGGGCGCTGCGCGCAGCGTCACCGGGGCCCGGTCCGGGCTGCCGCGCTGGAACCGGCG 
CGAGGTGTGCCTGCTGTCGGGGCTGGTGTTCGCCGCCGGCCTCTGCGCCATTCTGGCGGCTAT 
GCTGGCCCTCAAGTACCTGGGCCCGGTCGCGGCCGGCGGCGGCGCCTGTCCCGAGGGCTGCCC 
TGAGCGCAAGGCCTTCGCGCGCGCCGCTCGCTTCCTGGCCGCCAACCTGGACGCCAGCATCGA 
CCCATGCCAGGACTTCTACTCGTTCGCCTGCGGCGGTTGGCTGCGGCGCCACGCCATCCCCGA 
CGACAAGCTCACCTATGGCACCATCGCGGCCATCGGCGAGCAAAACGAGGAGCGCCTACGGCG 
CCTGCTGGCGCGGCCCGGGGGTGGGCCTGGCGGCGCGGCCCAGCGCAAGGTGCGCGCCTTCTT 
CCGCTCGTGCCTCGACATGCGCGAGATCGAGCGACTGGGCCCGCGACCCATGCTAGAGGTCAT 
CGAGGACTGCGGGGGCTGGGACCTGGGCGGCGCGGAGGAGCGTCCGGGGGTCGCGGCGCGATG 
GGACCTCAACCGGCTGCTGTAC/U\GGCGCAGGGCGTGTACAGCGCCGCCGCGCTCTTCTCGCT 
CACGGTCAGCCTGGACGACAGGAACTCCTCGCGCTACGTCATCCGCATTGACCAGGATGGGCT 
CACCCTGCCAGAGAGGACCCTGTACCTCGCTCAGGATGAGGACAGTGAGAAGATCCTGGCAGC 
ATACAGGGTGTTCATGGAGCGAGTGCTCAGCCTCCTGGGTGCAGACGCTGTGGAACAGAAGGC 
CCAAGAGATCCTGCAAGTGGAGCAGCAGCTGGCCAACATCACTGTGTCAGAGTATGACGACCT 
ACGGCGAGATGTCAGCTCCATGTACAACAAGGTGACGCTGGGGCAGCTGCAGAAGATCACCCC 
CCACTTGCGGTGGAAGTGGCTGCTAGACCAGATCTTCCAGGAGGACTTCTCAGAGGAAGAGGA 
GGTGGTGCTGCTGGCGACAGACTACATGCAGCAGGTGTCGCAGCTCATCCGCTCCACACCCCA 
CCGGGTCCTGCACAACTACCTGGTGTGGCGCGTGGTGGTGGTCCTGAGTGAACACCTGTCCCC 
GCCATTCCGTGAGGCACTGCACGAGCTGGCACAGGAGATGGAGGGCAGCGACAAGCCACAGGA 
GCTGGCCCGGGTCTGCTTGGGCCAGGCCAATCGCCACTTTGGCATGGCGCTTGGCGCCCTCTT 
TGTACATGAGCACTTCTCAGCCGCCAGCAAAGCCAAGGTGCAGCAGCTAGTGGT^GACATCAA 
GTACATCCTGGGCCAGCGCCTGGAGGAGCTGGACTGGATGGACGCCGAGACCAGGGCTGCTGC 
TCGGGCCAAGCTCCAGTACATGATGGTGATGGTCGGCTACCCGGACTTCCTGCTGAAACCCGA 
TGCTGTGGACAAGGAGTATGAGTTTGAGGTCCATGAGAAGACCTACTTCAAGAACATCTTGAA 
CAGCATCCCCTTCAGCATCCAGCTCTCAGTTAAGAAGATTCGGCAGGAGGTGGACAAGTCCAC 
GTGGCTGCTCCCCCCACAGGCGCTCAATGCCTACTATCTACCCAACAAGAACCAGATGGTGTT 
CCCCGCGGGCATCCTGCAGCCCACCCTGTACGACCCTGACTTCCCACAGTCTCTCAACTACGG 
GGGCATCGGCACCATCATTGGACATGAGCTGACCCACGGCTACGACGACTGGGGGGGCCAGTA 
TGACCGCTCAGGGAACCTGCTGCACTGGTGGACGGAGGCCTCCTACAGCCGCTTCCTGCGAAA 
GGCTGAGTGCATCGTCCGTCTCTATGACAACTTCACTGTCTACAACCAGCGGGTGAACGGGAA 
ACACACGCTTGGGGAGAACATCGCAGATATGGGCGTCCTCAAGCTGGCCTACCACGCCTATCA 
GAAGTGGGTGCGGGAGCACGGCCCAGAGCACCCACTTCCCCGGCTCAAGTACACACATGACCA 
GCTCTTCTTCATTGCCTTTGCCCAGAACTGGTGCATCAAGCGGCGGTCGCAGTCCATCTACCT 
GCAGGTGCTGACTGACAAGCATGCCCCTGAGCACTACAGGGTGCTGGGCAGTGTGTCCCAGTT 
TGAGGAGTTTGGCCGGGCTTTCCACTGTCCCAAGGACTCACCCATGAACCCTGCCCACAAGTG 
TTCCGTGTGGT6AGCCTGGCTGCCCGCCTGCACGCCCCCACTGCCCCCGCACGAATCACCTCC 
TGCTGGCTACCGGGGCAGGCATGCACCCGGTGCCAGCCCCGCTCTGGGCACCACCTGCCTTCC 
AGCCCCTCCAGGACCCGGTCCCCCTGCTGCCCCTCACTTCAGGAGGGGCCTGGAGCAGGGTGA 
GGCTGGACTTTGGGGGGCTGTGAGGGAAATATACTGGGGTCCCCAGATTCTGCTCTAAGGGGG 
CCAGACCCTCTGCCAGGCTGGATTGTACGGGCCCCACCTTCGCTGTGTTCTTGCTGCAAAGTC 
TGGTCAATAAATCACTGCACTGTTAAAAAAAAA 
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FIGURE 120 

MEPPYSLTAHYDEFQEVKYVSRCGAGGARGASLPPGFPLGAARSVTGARSGLPRWNRREVCLL 
SGLVFAAGLCAILAAMLALKYLGPVAAGGGACPEGCPERKAFARAARFLAANLDASIDPCQDF 
YSFACGGWLRRHAIPDDKLTYGTIAAIGEQNEERLRRLLARPGGGPGGAAQRKVRAFFRSCLD 
MREIERLGPRPMLEVIEDCGGWDLGGAEERPGVAARWDLNRLLYKAQGVYSAAALFSLTVSLD 
DRNSSRYVIRIDQDGLTLPERTLYLAQDEDSEKILAAYRVFMERVLSLLGADAVEQKAQEILQ 
VEQQLANITVSEYDDLRRDVSSMYNKVTLGQLQKITPHLRWKWLLDQIFQEDFSEEEEVVLLA 
TDYMQQVSQLIRSTPHRVLHNYLVWRVVVVLSEHLSPPFREALHELAQEMEGSDKPQELARVC 
LGQANRHFGMALGALFVHEHFSAASKAKVQQLVEDIKYILGQRLEELDWMDAETRAAARAKLQ 
YMMVMVGYPDFLLKPDAVDKEYEFEVHEKTYFKNILNSIPFSIQLSVKKIRQEVDKSTWLLPP 
QALNAYYLPNKNQMVFPAGILQPTLYDPDFPQSLNYGGIGTIIGHELTHGYDDWGGQYDRSGN 
LLHWWTEASYSRFLRKAECIVRLYDNFTVYNQRVNGKHTLGENIADMGVLKLAYHAYQKWVRE 
HGPEHPLPRLKYTHDQLFFIAFAQNWCIKRRSQSIYLQVLTDKHAPEHYRVLGSVSQFEEFGR 
AFHCPKDSPMNPAHKCSVW 

Impor-tan-t £eat:ures of -the protein: 
Transmembrane domain: 

amino acids 64-88 
N-glycosylatxon sites . 

amino acids 255-259, 322-326, 656-660 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 722-726 
N*myrlstoylatlon site. 

amino acids 24-30, 26-32, 27-33, 40-46, 47-53, 65-71, 148-154, 

169-175, 170-176, 237-243, 450-456, 604-610, 607-613 

Prokaryotlc membrane lipoprotein lipid attachment site. 

amino acids 85-96 

Prenyl group binding site . 

amino acids 772-777 

Neutral zinc metallopeptldases , zlnc-blndlng region signature. 

amino acids 609-619 

Neutral zinc metallopeptldases, zlnc-blndlng region proteins. 

amino acids 609-619 
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FIGURE 121 

CGGACTGCCCGGACCGCGCGATGGAGTCGACCGGCAGCGTCGGGGAGGCCCCGGGCGGACCCC 
GGGTGCTGGTGGTGGGCGGCGGCATCGCGGGGCTGGGCGCGGCGCAGAGGCTCTGCGGCCACT 
CCGCCTTCCCGCACCTGCGGGTCCTGGAGGCCACGGCCCGCGCCGGGGGCCGCATCCGCTCGG 
AGCGCTGCTTCGGTGGCGTGGTGGAGGTGGGCGCGCACTGGATCCATGGGCCCTCCCGGGGTA 
ACCCCGTCTTCCAGCTGGCTGCTGAGTACGGGCTGCTGGGGGAGAAGGAGCTGTCCCAGGAGA 
ACCAGCTGGTGGAGACCGGGGGTCACGTGGGCCTGCCCTCCGTGAGCTACGCCAGCTCCGGGG 
CCAGCGTGAGCCTCCAGCTGGTGGCGGAGATGGCGACTCTGTTCTACGGCCTGATAGACCAGA 
CCCGGGAGTTCCTGCACGCTGCAGAGACCCCGGTGCCCAGCGTCGGGGAGTACCTCAAGAAGG 
AGATTGGCCAGCACGTGGCCGGCTGGACAGAGGATGAGGAGACCAGGAAGCTGAAGCTGGCCG 
TCCTGAACTCCTTCTTCAACCTGGAATGCTGTGTGAGCGGCACCCACAGCATGGACCTGGTGG 
CCCTGGCACCCTTTGGGGAGTATACCGTGCTGCCGGGGCTGGACTGCACCTTTTCTAAGGGCT 
ATCAAGGACTCACAAACTGCATGATGGCCGCCCTGCCGGAGGACACTGTAGTTTTTGAGAAGC 
CTGTGAAGACCATCCACTGGAACGGGTCCTTCCAGGAGGCAGCCTTTCCCGGGGAGACCTTTC 
CAGTGTCGGTAGAGTGTGAGGATGGAGACCGGTTCCCGGCGCACCATGTCATCGTCACCGTGC 
CCTTAGGTTTTCTTAGGGAACATTTGGACACCTTCTTTGACCCTCCCCTGCCGGCTGAGAAGG 
CAGAAGCAATCAGGAAGATAGGCTTTGGGACCAACAACAAAATCTTCCTGGAGTTTGAGGAGC 
CCTTCTGGGAGCCAGACTGCCAGCTGATCCAGCTGGTGTGGGAGGACACGTCGCCCCTGGAGG 
ATGCTGCCCCTGAGCTACAGGACGCCTGGTTCCGGAAGCTCATTGGCTTTGTGGTCCTGCCTG 
CCTTTGCGTCTGTCCACGTTCTCTGTGGGTTCATTGCCGGACTTGAGTCTGAGTTCATGGAGA 
CTCTGTCGGATGAAGAAGTACTTCTGTGTCTCACCCAAGTGCTCCGGAGAGTGACAGGAAACC 
CACGGCTCCCCGCGCCCAAGAGCGTCCTGCGGTCTCGCTGGCACAGCGCCCCGTACACTAGGG 
GGTCCTACAGCTACGTGGCCGTGGGCAGTACTGGGGGCGACCTGGACCTGCTGGCTCAGCCCC 
TCCCTGCAGACGGCGCCGGCGCCCAGCTCCAGATCCTGTTTGCGGGGGAAGCCACACATCGCA 
CGTTTTACTCCACGACGCACGGGGCTCTGCTGTCGGGATGGAGGGAGGCCGACCGCCTCCTCA 
GTCTGTGGGCCCCGCAGGTGCAGCAGCCCAGGCCGAGGCTCTAGCTGGGCCCAGCCTACTCTG 
TTCCACCCGTGTCGGGGGTAGGCTGGGACCGTCATTTCTTCTGACAGATTTCAGTGTGGCTTG 
AAATTTGGGGATGTTAATGAGGGTCCTCTGGTTTTTGGTAACCAGGGCCACCTTCTCAGTTCT 
TGTGTCTGTTATTGGAGTCTGGCCAGGGTTGACTTGAGCTGAGACACCAGATGCTCACGGAGA 
TGCTGGACACATAAAGC7y\GTTACAGCCACAAAAAAAAAAAA 



BNSDCCID: <WO 0140466A2 I > 



wo 01/40466 



PCT/USOO/32678 



122/550 

FIGURE 122 

MESTGSVGEAPGGPRVLVVGGGIAGLGAAQRLCGHSAFPHLRVLEATARAGGRIRSERCFGGV 
VEVGAHWIHGPSRGNPVFQLAAEYGLLGEKELSQENQLVETGGHVGLPSVSYASSGASVSLQL 
VAEMATL FYGL I DQTRE FLHAAETPVPS VGE YLKKE I GQH VAGWT E DE ET RKLKLAVLN S FFN 
LECCVSGTHSMDLVALAPFGEYTVLPGLDCTFSKGYQGLTNCMMAALPEDTVVFEKPVKTIHW 
NGSFQEAAFPGETFPVSVECEDGDRFPAHHVIVTVPLGFLREHLDTFFDPPLPAEKAEAIRKI 
GFGTNNKIFLEFEEPFWEPDCQLIQLVWEDTSPLEDAAPELQDAWFRKLIGFWLPAFASVHV 
LCGFIAGLESEFMETLSDEEVLLCLTQVLRRVTGNPRLPAPKSVLRSRWHSAPYTRGSYSYVA 
VGSTGGDLDLLAQPLPADGAGAQLQILFAGEATHRTFYSTTHGALLSGWREADRLLSLWAPQV 

QQPRPRL 

Signal peptide: 

amino acids 1-28 

Transmembrane domain: 

amino acids 364-385 

N-glycosylation site. 

amino acids 253-257 

cAMP- and cGMP-dependeni: protein kinase phosphorylation site. 

amino acids 408-412 

N-myristoylation sites . 

amino acids 20-26, 21-27, 25-31, 105-111, 119-125, 164-170, 
216-222, 227-233, 443-449, 484-490 

Aminooxidase Flavin containing amine oxidase: 

amino acids 23-4 97 
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FIGURE 123 

CGGACGCGTGGGGGAAGATGGATAAATAATTCTGTCACACGTGCCCTGGCCTCTGGAGCTCAGCTGCCAGTCCAC 
GTCTAGGGAATCTTAGCATCTGGGACCAAGACACTTTACAGCAATCATCACCCTTTGCAGAGGAGGTGAGCTCAC 
CAGGACTCATCTGCCATTTCAGACCTTTTGCTGCTACCTGCCAGGTGGCCCCCACTGCTGACGAGAGATGGTGGA 
TCTCTCAGTCTCCCCGGACTCCTTGAAGCCAGTATCGCTGACCAGCAGTCTTGTCTTCCTCATGCACCTCCTCCT 
CCTTCAGCCTGGGGAGCCGAGCTCAGAGGTCAAGGTGCTAGGCCCTGAGTATCCCATCCTGGCCCTCGTCGGGGA 
GGAGGTGGAGTTCCCGTGCCACCTATGGCCACAGCTGGATGCCCAGCT^AATGGAGATCCGCTGGTTCCGGAGTCA 
GACCTTCAATGTGGTACACCTGTACCAGGAGCAGCAGGAGCTCCCTGGCAGGCAGATGCCGGCGTTCCGGAACAG 
GACCAAGTTGGTCAAGGACGACATCGCCTATGGCAGCGTGGTCCTGCAGCTTCACAGCATCATCCCCTCTGACAA 
GGGCACATATGGCTGCCGCTTCCACTCCGACAACTTCTCTGGCGAAGCTCTCTGGGAACTGGAGGTAGCAGGGCT 
GGGCTCAGACCCTCACCTCTCCCTTGAGGGCTTCAAGGAAGGAGGCATTCAGCTGAGGCTCAGATCCAGTGGCTG 
GTACCCCAAGCCTAAGGTTCAGTGGAGAGACCACCAGGGACAGTGCCTGCCTCCAGAGTTTGAAGCCATCGTCTG 
GGATGCCCAGGACCTGTTCAGTCTGGATU^CATCTGTGGTTGTCCGAGCGGGAGCCCTCAGCAATGTGTCCGTCTC 
CATCCAGAATCTCCTCTTGAGCCAGAAGAAAGAGTTGGTGGTCCAGATAGCAGACGTGTTCGTACCCGGAGCCTC 
TGCGTGGAAGAGCGCGTTCGTCGCGACCCTGCCGCTGCTGTTGGTCCTCGCGGCGCTGGCGCTGGGCGTCCTCCG 
GAAGCAGCGGAGAAGCCGAGAAAAGCTGAGGAAGCAGGCGGAGAAGAGACAAGAGAAACTCACTGCAGAGCTGGA 
AAAGCTTCAGACAGAGCTTGACTGGAGACGGGCTGAAGGCCAGGCTGAGTGGAGAGCAGCCCAAAAATATGCAGT 
GGATGTGACGCTGGACCCGGCCTCGGCGCACCCCAGCCTGGAGGTGTCGGAGGATGGCAAGAGCGTGTCTTCCCG 
CGGGGCGCCGCCAGGCCCGGCGCCTGGCCACCCGCAGCGGTTCTCGGAGCAGACGTGCGCGCTGAGCCTGGAGCG 
GTTCTCCGCCGGCCGCCACTACTGGGAGGTGCACGTGGGCCGCCGCAGCCGCTGGTTCCTGGGCGCCTGCCTGGC 
CGCGGTGCCGCGCGCGGGGCCTGCGCGCCTGAGCCCTGCGGCCGGCTACTGGGTGCTGGGGCTGTGGAACGGCTG 
CGAGTACTTCGTCCTGGCCCCGCACCGCGTCGCGCTCACCCTGCGCGTGCCCCCGCGGCGCCTGGGCGTCTTCCT 
GGACTACGAGGCCGGAGAGCTGTCCTTCTTCAACGTGTCCGACGGCTCCCACATCTTCACCTTCCACGACACCTT 
CTCGGGCGCGCTCTGTGCGTACTTCAGGCCCAGGGCCCACGACGGCGGCGAACATCCGGATCCCCTGACCATCTG 
CCCGCTGCCGGTTAGAGGGACGGGCGTCCCCGAAGAGAACGACAGTGACACCTGGCTACAGCCCTATGAGCCCGC 
GGACCCCGCCCTGGACTGGTGGTGAGGCGCCCTCGTGGCCGCGGGACTGGCCCCGGGGGGCCCCCTGGATCCCAG 
GCCAGCGCTTTGCTCTCCTGCTCCGTCTGAAGGGAGCAGGTGCACCAGCCAAAATGTCAGCGAGGGGGACAAAGA 
GAGGGACCTTTGCCTACGTAGATGTGTATGTGTAGTGCGATTTTCTTCAAGGAAAGGAGACAAGTCCAAAGCTCG 
TTTGTGGATTGTGGGACTGAGCGAAGGAGTACAAATATATCCACGTCGCTCAGAGCTGGGGTGCTCACGGTGGGC 
GGTGGGCAAGi\AGCCAGCATGGAAGAAAGAAGGGAGAAAACTTTGGTGACTGCCTTAGAGGGATCAGTTAATTTG 
TATAGTTTTATATTTTTTGTATATGTTTGCTAGCTCTAAAAAGGTCGAGATGCAATAACACTTCGTAAGCAACGA 
GTTCACCTAAGTAAGGCTCAGATCCTAGTTTTAAAAACCATTTCCCATTAAAATGAAGTTGGAGGAACAGCTGCT 
TCTGAGCCGGGGCAAAAATTTCAAGGTGAGCCTGGAGCATTGTGTGTGGTGAAGTAAAATAAAGGCTCAAAACGT 
GACGGCAACCCGGCAAAAGGGTAGGGAGCCAGGCCGAAGGGGCCTCACTGACCAATTGTGGGACAATTTGAACAT 
CAGGATGAATAATGACAGGAGAGATTATAACACACTG7\ATA7\AAACATAATCCATGAGTTCATGCTGATACTCAA 
ATTTCTTTTTAAAAAGGAGAAACAGGAAGGTTTCTTTTGGAGGTGAAATCTAATTATTGGTGAGAGTCTTGGAGA 
ACAGGCTGTTTCCAGTCTCAAAGCAGTAACCTTATACACTACTTATAAGTTTGAAAGGGGAAAGGTTACCTTTAC 
AATGGAGACATCTACCAGATCATCCAAGTGATTAAATTTAACATCATCAATGATGGGACCAAGGACATTATTAGT 
TTGACAACTGGGGAAAGAAGTGTTCTTCACCCCCTACCCCCAAGACATTCTCTCTGTCGGCCAGGCTGGAGTGCA 
GCCTCAACCTCCTGGGCCCAAGTGATCCTCCCACCTCAGCACACAACACCATGCCCAATTTTAAGTGCGTTATAG 
AGACGGGGGTCTCACTTTGTTACCCAGGCTGGTCTCAAACTCCTGCGCTCAAGCAATCCTCCCACCTGGGCCTCC 
CAAAATGCTGGGTGTACAGGCATGAGCCGCTGTGCCTGGCTTCATTTTCAGAGTGAGACATTTGTACTGTGGCTA 
TGTAGGAGAACATTCTTGTTCTTAGCAAACATACTGAAGTTTTTAGATATTAATTACCACAGTGTCTGCCACTGA 
ATTTCCAGTGACTAAGTGGAAAAATATAAAACATATGAATATAAAGAAAGAAAGAGACT^GTCAAATGTAGTAAA 
ATGACAACACTTGGTGACTCTAGGTGACTGGTCGACAGATGTTCATTGTACTATCAATGTGGCTTTGCTGTGGGT 
TTGAAATTTTGCAAACTAAGAGTTGGGTGGCGGGGAGAAGGATACACCAAAAAACTAAGTGATTATCTTTGGATG 
GGAAAATGTTTGGTAATTGCATTCTTAAAATGTCTTCTTTGTATTTTTTAATGTTCAATAATGTATATGTATCAG 
TTCTGTAATAAAGGGGAAAACACTTTTCA 
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FIGURE 124 

MVDLSVSPDSLKPVSLTSSLVFLMHLLLLQPGEPSSEVKVLGPEYPILALVGEEVEFPCHLWP 
QLDAQQMEIRWFRSQTFNWHLYQEQQELPGRQMPAFRNRTKLVKDDIAYGSWLQLHSIIPS 
DKGTYGCRFHSDNFSGEALWELEVAGLGSDPHLSLEGFKEGGIQLRLRSSGWYPKPKVQWRDH 
QGQCLPPEFEAIVWDAQDLFSLETSVWRAGALSNVSVSIQNLLLSQKKELVVQIADVFVPGA 
SAWKSAFVATLPLLLVLAALALGVLRKQRRSREKLRKQAEKRQEKLTAELEKLQTELDWRRAE 
GQAEWRAAQKYAVDVTLDPASAHPSLEVSEDGKSVSSRGAPPGPAPGHPQRFSEQTCALSLER 
FSAGRHYWEVHVGRRSRWFLGACLAAVPRAGPARLSPAAGYWVLGLWNGCEYFVLAPHRVALT 
LRVPPRRLGVFLDYEAGELSFFNVSDGSHIFTFHDTFSGALCAYFRPRAHDGGEHPDPLTICP 
LPVRGTGVPEENDSDTWLQPYEPADPALDWW 

Ixapor1:ajit: fea-tures o£ t:he protein: 
Signal pept:ide: 

amino acids 1-34 

Transmembrane domain: 

amino acids 247-272 

N-glycosyla^ion sites . 

amino acids 102-106, 139-143, 224-228, 464-468, 516-520 

Tyrosine kinase phosphorylation site. 

amino acids 105-114 

N-myristeylation sites • 

amino acids 129-135, 220-226, 399-405, 423-429, 480-486 

Amida'tion site. 

amino acids 390-394 



BNSOOCID: <WO ^014046eA2J_> 



wo 01/40466 



PCT/USOO/32678 



125/550 



FIGURE 125 

TATAGTCCCAGCTACTCATGGGGCTGATGCAGGTTGAGGCAGGAGGTTCATGAGCCCAGGAGGTTGGAGCTGTAA 
TGAGCTAGGATTCTGCCTCTGCACTCCTAGCTGGATGACAGAGCAAGACCCTGTCTCAAAAAAGAAAAAAAAAAA 
AAAAAGAATGCATGAACCAGACATGACAGTTCCTGGCCTCAAAGATCTTCCAAAGGAAATGATTTTTTTTTAACC 
ACCAATGCTGCAGGAAAAAGCAACATATTTAAGTTATCCAATAACACCTATCCAATAATTGTAAATCATTATCAT 
GAC ATG GTAGAGTTGTTTATATTTCTTTTCCTTTTAGGTGAAACACCATTCAAAGTCGTAGTCAAATCTCTTTCA 
CCTAAAGAGTTGGTCCGGATACATGTCCCTAAACCTTTGGACAGGAATGATGGAACATTTTTGATGAGATATAGG 
ATGTATGAAACTGTCGATGAAGGCCTGAAGATAGAGGTCCTTTATGGTGATGAACATGTGGCTCAGTCTCCCTAT 
ATTTTGAAAGGACCAGTGTACCATGAGTACTGTGAGTGTCCGGAAGATCCTCAGGCCTGGCAGAAGACTCTTTCT 
TGTCCAACCAAGGAACCACAGATTGCAAAAGATTTTGCTTCCTTTCCCAGCATCAATCTCCAGCAAATGCTAAAA 
GAAGTCCCCAAAAGGTTTG.GjGGATGAGAGAGGTGCCATTGTTCATTACACGATTCTCAATAACCATGTTTACCGG 
AGATCTTTAGGGAAATACACAGACTTCAAGATGTTCTCTGATGAGATTTTGTTATCATTGACAAGAAAGGTCCTT 
CTCCCAGATTTAGAATTTTATGTTi\ATCTTGGAGATTGGCCCTTGGAGCATCGAAAAGTCAATGGAACCCCTAGC 
CCCATACCTATCATTTCATGGTGTGGCTCTCTGGATTCAAGAGATGTTGTCCTTCCAACGTATGACATCACCCAC 
TCCATGCTTGAAGCCATGCGGGGTGTTACAAATGATCTCCTCTCTATTCAGGGAAATACAGGGCCTTCCTGGATC 
AATAAAACAGAGAGAGCTTTCTTCAGAGGTAGAGACAGCCGAGAGGAGAGGCTCCAGTTGGTACAGCTGTCCAAA 
GAAAATCCTCAGCTACTAGATGCAGGAATTACAGGATATTTCTTTTTCCAAGAGAAAGAA7VAGGAGCTTGGAAAA 
GCCAAGTTGATGGGTTTCTTTGATTTCTTTAAGTACAAGTATCAAGTAAATGTGGATGGGACCGTGGCTGCTTAC 
AGATATCCATATCTCATGCTGGGCGACAGTCTGGTTTTAAAGCAGGACTCGCCATATTATGAACATTTCTACATG 
GCACTAGAACCTTGGAAGCATTATGTTCCAATTAAAAGAAATCTGAGTGATTTATTAGAGAAAGTTAAATGGGCT 
AAGGAAAATGATGAAGAAGCCAAGAAGATTGCAAAAGAAGGACAGTTGATGGCTAGGGACCTACTACAGCCACAC 
AGGCTTTACTGCTACTATTACCAAGTACTGCAGAAATATGCCGAGCGCCAGTCCAGCAAACCCGAAGTACGTGAT 
GGAATGGAACTTGTTCCTCAGCCAGAAGATAGCACAGCCATCTGCCAGTGCCACAGGAAAAAGCCTTCAAGAGAA 
GAACTTTGAGTCAGCCCAGAATCACACTCCTGTGTATCCCGGCTACACTTTAAGGAAAGATTGAATCTAAGCTGT 
GAAGGACAGTATAGAAGACTGCACCAAGTGGACTAGTTCTCCCGGTGGCTTTATATATGTAGATGGATATAGCAG 
TACTGGTTGAGTATCCCTCATCTGAAATGCTTAGGACCAGGAGTGTTTCAGGCTTCAGATTTTTTAAGATTTGGG 
AATATTTGCATGTACATAATGAGGTATCTTGGGGATGAGATCCAAGTCTAAACACAAAATTCATTTATATTTTAT 
ATATACCTTGTTCACATACCCTGAAGGTAATTTTATATAATATTTTTAATAATTTGTGCATGAAACAAAGTTTGT 
ATACATTGAACTGTCAGAAAGCAAAGGTGTCACTATCTTAGCGACCCAAGTGGTGGTGTCAGCACTCAAAAAGTT 
TTGGATTTTGGGGTATTTCAGATTTTAGATTTTTGTATGAGGAATGTTCAACCTGTATTTGAACAAGCATTACCA 
AATATCATTGAATATTAATATCTTTTGCGTAAAi\ACTGCTATTATCAGCATCATAGTTTCTCTAAAAAGAAAACT 
TGGGGATCATAGCCGATAGAGAGACTTGCTAAAATATATVATCAGCCTCTGCAAAACTGTTTACATATTTATTGGT 
TTACATATTTTATTGGTTTATTTCTATCCCCTGTTCACTTTTTCTCTTCCACTTCCAATTATGAAGAGAAAATAT 
TTGTTCAGGGTTGTCCCCCCGCCCCCCGTCACTGCATAATTTCTCCTCTTACAAGCTGCTTTTGGCTTTCATTAA 
TAACAGCTTCCTTTTAGAAGGTCTGATAAGGATATTTAAGGAAG7VAGAGAATGACTCTGTTATTAAAGGTGGCAT 
GGAGACTGTGGAGGGAATATTTTTTAAAGCACTACTCATATCCTTTAAACTAAATTTTGCCAAAGCCCGAGACAA 
CATTAAGGAGAAATTGTACCTTAAGTTAGTAATTCCAAATCTATCTGAGTTGTATACCCATCAAAGACAATACAG 
TTATTAACATAGATGAAGGTATGCTATAGGCATCATTCATTATCTCTATATTGAATAGGTGAAAGATAACTGTAG 
TCAGGTGAAAGGCATTCATCATTTTTAAGCTGAAAAGGGGATCCTTG7VAAACACTGAAAACCTCTACAACAATCT 
TCAGGAAGCCTGCTATCTTGGGATTCACTAATAATAGGCCAAGAACAAAGGCAAGCATCCATTCCTCACTCCACC 
ACTTTTCTATTTCAGTGGGTGTCATTGCTACGATGAAGACTTTGGAAATTTCCTTTCTCTTTTAGGACAGGGTCA 
GGATTTAGGACTCATAGCCTGAAAGCTCATTACATACTCCTTGTAACCATCAGTCCAAGGTTCAGTTCACTAAAG 
TGCATGTTCTAAAACAAGAGCTATCCTCATTCCAAATTTTAAAATATGTACTCTGGCCGGTTGCAGTGGCTCACG 
CCTGTAATCCCAGCACTTTGGCAGGCCGAGATGGGCGGATCTTTTGAGGTCAGGAGTTTGAGACCAGCCTGGCCA 
ACATGGTGAAACCCCGTCTCTACTAAAAATACAAAAATTAGCCAGGCATGGTGGCATTTGCCTGTAATCCCAGCT 
ACTCGGGAGGCTGAGGCAGGAGAATCACTTGAACCTGGGAGGCAGAGGTTGCAGTGAGCTGAGATTACACCACTG 
CACTCCAGCCTGGGTGACAGAGTGAGACTCCATCTCAAAAACTGAAAATAAAAATAAAAATATGTATTCTCCTAA 
CTGAAATATTTACTTAATCTGGAAAACAATGTAACTATTTTTTUVAGTGGTTACATCTATTCTTGCTGT^GAACAA 
TAAACAGAATTTTTTGACTAAGCATAACCAAATTTCAGAACAGTCTAATCAATGCCAAGTATCCAAGGCAAACTC 
TAATACCCATCCATTGTGC7VAAACCACAAGCACGCAAGTATTAAATAAGAGCAAGCTGTCCTGAGCCCATACCTA 
ATGAATTTGTGTCTTAAATATTGTACATTGTGTTTGAGGCTTGTCAAAACTGGGATTATGGCAAGAAAGGTTGCC 
TAACTCATACCTTTCTGCCTCAAATTCCAGGTGCTAAAGGCTAATGGCATTTTAAACATCTTACATTTTTAAAAA 
TTTATATTGCCTCTGCCAAACAGGCCTAATAGTT/yUVAGCAAGTTGAGACAAACCAGGCAGATTCAGTGTGTGGA 
ACAGGAAGGATGTGCTTTAAAAAAAGGTGGAATCCCTCA7\AAAATTCTATAGGGAGACAGCAGCCTTAATCTACA 
TAATTCTTCATCTCGCCAATTCAGCCGCAGCCTTTAAAGAGTTAGTGTTAATGGCTTTCTGGTTTGAAAACAAAA 
ATGCATCTATGTGGTTGAAAGTTTGGGAGGAGATTCACCAATATCTGAGGAGAAGATGGAGTGAAGGGAATTCTT 
ACTTTTTGCTTTATACCTTTCTATAATATTTAGATTTTTTTTTACTGTAAGTATGGATCAAATTGCAAAATAAAG 
AAAAATGCCAACCTTAGAAAAGACAATAAATGCACAAAAGATATAAACAGGAACAGCAAATATTTATATTTTTTC 
CATTTTGCTCTTTTTAAATCTATGTTTAGAACTTTATATCTTGGGACTTATGTATATATATACCTTTTAAATAAA 
ATAAATTTTCTAAATAA2\AAGTTG 
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FIGURE 126 

MVELFIFLFLLGETPFKVVVKSLSPKELVRIHVPKPLDRNDGTFLMRYRMYETVDEGLKIEVL 
YGDEHVAQSPYILKGPVYHEYCECPEDPQAWQKTLSCPTKEPQIAKDFASFPSINLQQMLKEV 
PKRFGDERGAIVHYTILNNHVYRRSLGKYTDFKMFSDEILLSLTRKVLLPDLEFYVNLGDWPL 
EHRKVNGTPSPIPIISWCGSLDSRDVVLPTYDITHSMLEAMRGVTNDLLSIQGNTGPSWINKT 
ERAFFRGRDSREERLQLVQLSKENPQLLDAGITGYFFFQEKEKELGKAKLMGFFDFFKYKYQV 
NVDGTVAAYRYPYLMLGDSLVLKQDSPYYEHFYMALEPWKHYVPIKRNLSDLLEKVKWAKEND 
EEAKKIAKEGQLMARDLLQPHRLYCYYYQVLQKYAERQSSKPEVRDGMELVPQPEDSTAICQC 
HRKKPSREEL 

Xmporiiant: fea-tures o£ the protexn: 
Signal peptide: 

amino acids 1-16 

N-glycosylatxon sites . 

amino acids 250-254, 363-367 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 444-448 

N-myrlstoylation site. 

amino acids 208-214, 319-325, 388-394 

Endoplasmic reticulum targeting sequence. 

amino acids 448-453 

Mitochondrial energy transfer proteins signature. 

amino acids 25-34 
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FIGURE 127 

AGCCGTCGGAGGGAGCCGGAGCGCTTCTCCCGAGTTGGTGATAGATTGGTGGTCATCCAACAT 
GCAGAAATGAATGAGCAGTGAAAAGCAGCAGAGCCGATGGGTCATGAGGATGTAAGTGCGTTT 
GAAGGCTTCCACACCCTCTACTCCAGGAATCATGAATAAACTGGAGGATAAGCAGGACCAGAT 
GATACCATGAAGAGAAGTTTACAGGCCCTCTATTGCCAACTGTTAAGTTTCCTGCTGATCTTG 
GCACTGACCGAAGCGCTGGCATTTGCCATCCAGGAACCATCTCCCAGGGAATCTCTTCAGGTC 
CTCCCTTCAGGCACTCCCCCGGGAACCATGGTGACAGCACCCCACAGCTCTACCAGACATACT 
TCTGTGGTGATGCTGACCCCCAATCCCGATGGACCCCCCTCACAGGCTGCAGCTCCCATGGCA 
ACACTGACACCCCGTGCAGAGGGGCACCCTCCTACGCACACCATCTCCACCATCGCTGCGACA 
GTAACCGCCCCCTATTCTGAAAGCTCCCTGTCCACAGGGCCCGCTCCAGCAGCCATGGCAACC 
ACATCCTCCAAGCCAGAGGGCCGCCCTCGAGGGCAGGCTGCCCCCACCATCCTGCTGACAAAG 
CCACCGGGGGCCACCAGCCGCCCCACCACAGCGCCCCCCCGCACTACCACACGCAGGCCCCCC 
AGGCCCCCAGGCTCTTCCCGAAAAGGGGCTGGTAATTCATCACGCCCTGTCCCGCCTGCACCT 
GGTGGCCACTCCAGGAGTAAAGAAGGACAGCGAGGACGAAATCCAAGCTCCACACCTCTGGGG 
CAGAAGCGGCCCCTGGGGAAAATCTTTCAGATCTACAAGGGCAACTTCACAGGGTCTGTGGAA 
CCAGAGCCCTCTACCCTCACCCCCAGGACCCCACTCTGGGGCTACTCCTCTTCACCACAGCCC 
CAGACAGTGGCTGCGACCACAGTGCCCAGCAATACCTCATGGGCACCCACCACCACCTCCCTG 
GGGCCTGCAAAGGACAAGCCAGGCCTTCGCAGAGCAGCCCAGGGGGGTGGTTCTACCTTCACC 
AGCCAAGGAGGGACACCAGATGCCACAGCAGCCTCAGGTGCCCCTGTCAGTCCACAAGCTGCC 
CCAGTGCCTTCTCAGCGCCCCCACCACGGTGACCCACAGGATGGCCCCAGCCATAGTGACTCT 
TGGCTTACTGTTACCCCTGGCACCAGCAGACCTCTGTCTACCAGCTCTGGGGTCTTCACGGCT 
GCCACGGGGCCCACCCCAGCTGCCTTCGATACCAGTGTCTCAGCCCCTTCCCAGGGGATTCCT 
CAGGGAGCATCCACAACCCCACAAGCTCCAACCCATCCCTCCAGGGTCTCAGAZy^GCACTATT 
TCTGGAGCCAAGGAGGAGACTGTGGCCACCCTCACCATGACCGACCGGGTGCCCAGTCCTCTC 
TCCACAGTGGTATCCACAGCCACAGGCAATTTCCTCAACCGCCTGGTCCCCGCCGGGACCTGG 
AAGCCTGGGACAGCAGGGAACATCTCCCATGTGGCCGAGGGGGACAAACCGCAGCACAGAGCC 
ACCATCTGCCTGAGCT^GATGGATATCGCCTGGGTGATCCTGGCCATCAGCGTGCCCATCTCC 
TCCTGCTCTGTCCTGCTGACGGTGTGCTGCATGAAGAGGAAGAAGAAGACCGCC/y^CCCGGAG 
AACAACCTGAGCTACTGGAACAACACCATCACCATGGACTACTTCAACAGGCATGCTGTGGAG 
CTGCCCAGGGAGATCCAGTCCCTTGAAACCTCTGAGGACCAGCTCTCAGAGCCCCGCTCCCCA 
GCCAATGGCGACTATAGAGACACTGGGATGGTCCTTGTTAACCCCTTCTGTCAAGAAACACTG 
TTTGTGGGAAACGATCAAGTATCTGAGATCTAACTACAGCAGGCATCACTTTGCCATTCCGTA 
TTTTTCGTCTCTAAATTATAAATATACAAATATATATATTATA7y\TATAACCTTGTGTAACCC 
TGACTTAATGAGAAACATTTTCAGCTTTTTTTCCTATGAATTGTCAACATCTTTTTTACAAGT 
GTGGTTTAAAAAAAAAAAAACTTTACAGAATGATCTGTGGCTTTATAAAATAAAGGTATTTCT 
AAGCAAAAAAAAAAAAAAAAA 
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FIGURE 128 

MKRSLQALYCQLLSFLLILALTEALAFAIQEPSPRESLQVLPSGTPPGTMVTAPHSSTRHTSV 
VMLTPNPDGPPSQAAAPiyiATLTPRAEGHPPTHTISTIAATVTAPYSESSLSTGPAPAAMATTS 
SKPEGRPRGQAAPTILLTKPPGATSRPTTAPPRTTTRRPPRPPGSSRKGAGNSSRPVPPAPGG 
HSRSKEGQRGRNPSSTPLGQKRPLGKIFQIYKGNFTGSVEPEPSTLTPRTPLWGYSSSPQPQT 
VAATTVPSNTSWAPTTTSLGPAKDKPGLRRAAQGGGSTFTSQGGTPDATAASGAPVSPQAAPV 
PSQRPHHGDPQDGPSHSDSWLTVTPGTSRPLSTSSGVFTAATGPTPAAFDTSVSAPSQGIPQG 
ASTTPQAPTHPSRVSESTISGAKEETVATLTMTDRVPSPLSTVVSTATGNFLNRLVPAGTWKP 
GTAGNISHVAEGDKPQHRATICLSKMDIAWVILAISVPISSCSVLLTVCCMKRKKKTANPENN 
LSYWNNTITMDYFNRHAVELPREIQSLETSEDQLSEPRSPANGDYRDTGMVLVNPFCQETLFV 
GNDQVSEI 

I]iip.ort:ant: features o£ tiie protiexn: 
Signal peptixde: 

amino acids 1-28 

Transmembrane domain: 

amino acids 4 69-487 

N-glycosyla^lon sites . 

amino acids 178-182, 223-227, 261-265, 446-450, 504-508, 509-513 

cAMP- and cGMP-dependent; protein kinase phosphorylatilon site. 

amino acids 495-499 

N-myrlsteylatlon sites . 

amino acids 44-50, 48-54, 175-181, 222-228, 279-285, 286-292, 
288-294, 296-302, 351-357, 374-380, 427-433, 442-448 

TonB-dependeni: recepter proteins slgnatere 1 . 

amino acids 1-44 



BNSOOCiD: <WO ^014046eA2J_> 



wo 01/40466 



PCT/USOO/32678 



129/550 

FIGURE 129 

AGGCGAGGCGCGGCGCCGCTGCACACACGCACACGGAGCTATGGGGTGCCATGTTGCCACCAG 
CTGCCACGTGGCCTGGCTTTTGGTGCTGATCTCTGGATGCTGGGGCCAGGTGAACCGGCTGCC 
CTTCTTCACCAACCACTTCTTTGATACATACCTGCTGATCAGCGAGGACACGCCTGTGGGTTC 
TTCTGTGACCCAGTTGCTGGCCCAAGACATGGACAATGACCCCCTGGTGTTTGGCGTGTCTGG 
GGAGGAGGCCTCTCGCTTCTTTGCAGTGGAGCCTGACACTGGCGTGGTGTGGCTCCGGCAGCC 
ACTGGACAGAGAGACCAAGTCAGAGTTCACCGTGGAGTTCTCTGTCAGCGACCACCAGGGGGT 
GATCACACGGAAGGTGAACATCCAGGTCGGGGATGTGAATGACAACGCGCCCACATTTCACAA 
TCAGCCCTACAGCGTCCGCATCCCTGAGAATACACCAGTGGGGACGCCCATCTTCATCGTGAA 
TGCCACAGACCCCGACTTGGGGGCAGGGGGCAGCGTCCTCTACTCCTTCCAGCCCCCCTCCCA 
ATTCTTCGCCATTGACAGCGCCCGCGGTATCGTCACAGTGATCCGGGAGCTGGACTACGAGAC 
CACACAGGCCTACCAGCTCACGGTCAACGCCACAGATCAAGACAAGACCAGGCCTCTGTCCAC 
CCTGGCCAACTTGGCCATCATCATCACAGATGTCCAGGACATGGACCCCATCTTCATCAACCT 
GCCTTACAGCACCAACATCTACGAGCATTCTCCTCCGGGCACGACGGTGCGCATCATCACCGC 
CATAGACCAGGATAAAGGACGTCCCCGGGGCATTGGCTACACCATCGTTTCAGGGAATACC7U\ 
CAGCATCTTTGCCCTGGACTACATCAGCGGAGTGCTGACCTTGAATGGCCTGCTGGACCGGGA 
GAACCCCCTGTACAGCCATGGCTTCATCCTGACTGTGAAGGGCACGGAGCTGAACGATGACCG 
CACCCCATCTGACGCTACAGTCACCACGACCTTCAATATCCTGGTTATTGACATCAATGACAA 
TGCCCCGGAGTTCAACAGCTCCGAGTACAGCGTGGCCATCACTGAGCTGGCACAGGTCGGCTT 
TGCCCTTCCACTCTTCATCCAGGTGGTGGACAAGGATGAGAATTTGGGCCTGAACAGCATGTT 
TGAGGTGTACTTGGTGGGGi\ACAACTCCCACCACTTCATCATCTCCCCGACCTCCGTCCAGGG 
GAAGGCGGACATTCGTATTCGGGTGGCCATCCCACTGGACTACGAGACCGTGGACCGCTACGA 
CTTTGATCTCTTTGCCAATGAGAGTGTGCCTGACCATGTGGGCTATGCCAAGGTGAAGATCAC 
TCTCATCAATGAAAATGACAACCGGCCCATCTTCAGCCAGCCACTGTACAACATCAGCCTGTA 
CGAGAACGTCACCGTGGGGACCTCTGTGCTGACAGTCCTGGTGAGTCCCCGCTTCACTGCAGG 
GCCACTGAGCTCTCCAGGGCCGACTGTGGTGAGGCACCCAGAGGGATTTTGTCC7\AGGGACCT 
CAGCAATCAGGGAAGGAGGCACCCCCAAATCCCTGAGCTGTGTTTGTTGGTGTATTAAATAAA 
GTTTTTGGACTCTTCAGGAAGGGGCTCCCTTGACCTAGGTTGCAATATGGAAAAGGAGCCAAC 
CTGAGGGGTGACGAGACTGAGCTGAGGACACTGGTTTTCTGCCTTTCCCTGAGAGAGACTCAG 
TGAGGGTGGGCTGGGAGCCCTGGAAGCCCCCTCAAATGGGTGGGAAGGTGCCAGCCATCCTTG 
AGAAGGGCAACCCTCTCCATGTGAGCACAGGCACCAGAGAGGGGCAGGCGCCTGGAGGGTACC 
GGGGCACCCCCAGCTGCCCATGGCTGGACTTGCCCTTTGACAAGGGGCCCTCCCAGTGTCATT 
TGTATCTGTCAGTACTCTTGGTTGCAAGGGACAGAAACCCTTAAGTAGTTCAAGCAAAAAAGG 
ATTGGCTCATGTAACTCAAAAGTATAAGTGATTTCAGGCCGGGCTCGGTGGCTCACGCCTGTC 
ATCCAACACCTTGAGAAAGCCGAGGTGGGCGGATCACTTGAGGTCGGGAGTTTGAGACCAGCC 
TGGCCAACATGGCAAAACCCCGTCTCTACTAAAAATACAA7VAATTAGCCGGGTGTGGTGGCAC 
ACGCCTGTAGTCCCAGCTACTAGGGAGGCTGAGGCAGGAGAATCGCTTG7\ACCCAGGAGGCGG 
AGGTTGCAGTGAGCCGAGATTGTGTCACTGCCCTCCAGCCTGGGCGACAGAGCCAGATTCTGT 
CTC 
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FIGURE 130 

MGCHVATSCHVAWLLVLISGCWGQVNRLPFFTNHFFDTYLLISEDTPVGSSVTQLLAQDMDND 
PLVFGVSGEEASRFFAVEPDTGWWLRQPLDRETKSEFTVEFSVSDHQGVITRKVNIQVGDVN 
DNAPTFHNQPYSVRIPENTPVGTPIFIVNATDPDLGAGGSVLYSFQPPSQFFAIDSARGIVTV 
IRELDYETTQAYQLTVNATDQDKTRPLSTLANLAIIITDVQDMDPIFINLPYSTNIYEHSPPG 
TTVRIITAIDQDKGRPRGIGYTIVSGNTNSIFALDYISGVLTLNGLLDRENPLYSHGFILTVK 
GTELNDDRTPSDATVTTTFNILVIDINDNAPEFNSSEYSVAITELAQVGFALPLFIQVVDKDE 
NLGLNSMFEVYLVGNNSHHFIISPTSVQGKADIRIRVAIPLDYETVDRYDFDLFANESVPDHV 
GYAKVKITLINENDNRPIFSQPLYNISLYENVTVGTSVLTVLVSPRFTAGPLSSPGPTWRHP 
EGFCPRDLSNQGRRHPQI PELCLLVY 

lmpor1:an't features of t:he probexn: 
Signal peptide: 
amino acids 1-23 
Transmembrane domaxn : 
amino acids 355-374 
N-glycosylation sites. 

amino acids 155-159, 206-210, 349-353, 393-397, 434-438, 466-470, 
472-476 

N-n^rxs'boyla'klon sxbes . 

amino acids 2-8, 49-55, 162-168, 270-276, 278-284, 316-322 
Amlda'tion sxlie. 
amino acids 515-519 

Prokaryo-hxc membrane lxpoprot:exn lipid a'ttechment: sllie. 

amino acids 11-22 
Leucine zipper pattern. 

amino acids 298-320 

PTS HPR component: serine phosphorylat:lon site signature. 

amino acids 377-393 

Cadherlns extracellular repeated domain signature. 

amino acids 120-131, 336-347 
Cadherlns extracellular 

amino acids 120-144, 336-360 
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FIGURE 131 

GTGGGCCGCCCCTGCTGCTGCCGTCCATGCTGATGTTTGCGGTGATCGTGGCCTCCAGCGGGC 
TGCTGCTCATGATCGAGCGGGGCATCCTGGCCGAGATGAAGCCCCTGCCCCTGCACCCGCCCG 
GCCGCGAGGGCACAGCCTGGCGCGGGAAAGCCCCCAAGCCTGGGGGCCTGTCCCTCAGGGCTG 
GGGACGCGGACTTGCAAGTGCGGCAGGACGTCCGGAACAGGACCCTGCGGGCGGTGTGCGGAC 
AGCCAGGCATGCCCCGGGACCCCTGGGACTTGCCGGTGGGGCAGCGGCGCACCCTGCTGCGCC 
ACATCCTCGTAAGTGACCGTTACCGCTTCCTCTACTGCTACGTCCCCAAGGTGGCCTGCTCTA 
ACTGGAAGCGGGTGATGAAGGTGCTGGCAGGCGTCCTGGACAGCGTGGACGTCCGCCTCAAGA 
TGGACCACCGCAGTGACCTGGTGTTCCTGGCCGACCTGCGGCCTGAGGAGATTCGCTACCGCC 
TGCAGCACTACTTTAAGTTCCTGTTTGTGCGGGAGCCCTTGGAACGCCTCCTCTCTGCCTACC 
GCAACAAGTTTGGCGAGATCCGAGAGTACCAGCAACGCTATGGGGCTGAGATAGTGAGGCGGT 
ACAGGGCTGGAGCGGGGCCCAGCCCTGCAGGCGACGATGTCACATTCCCCGAGTTCCTGAGAT 
ACCTGGTGGATGAGGACCCTGAGCGCATGAATGAGCATTGGATGCCCGTGTACCACCTGTGCC 
AGCCTTGTGCCGTGCACTATGACTTTGTGGGCTCCTATGAGAGGCTGGAGGCTGATGCAAATC 
AGGTGCTGGAGTGGGTACGGGCACCACCTCACGTCCGATTTCCAGCTCGCCAGGCCTGGTACC 
GGCCAGCCAGCCCCGAAAGCCTGCATTACCACTTGTGCAGTGCCCCCCGGGCCCTGCTGCAGG 
ATGTGCTGCCTAAGTATATCCTGGACTTCTCCCTCTTTGCCTACCCACTGCCTAATGTCACCA 
AGGAGGCGTGTCAGCAGTGACCATGGGTGTGGGGCCAGCAGCTGGTGGGGACTGGTTTCAACG 
CCAGCTTTCTGTGCTTCTGCCTGTCATTCGGAGAAACTCTGGCTCTGGGGCTTGGGGCTTCTC 
AGGATCCTGGATGGCAGAGACTGCCCTCAGAAGTTCCTTGTCCAGGGTGGGCACCCACAGTGA 
CTCAGAGGACAGGGCTAGGCAGGAGACCTGCTGCTCCTCATTGGGGGGATCTCTTGGGGGGCA 
GACACCAGTTTGCCAATGAAGCAACACATCTGATCTAAAGACTGGCTCCAGACCCCGGGCTGC 
CAGGATTATGCAGTCCACTTGGTCTACCTTAATTTAACCTGTGGCCAAACTCAGAGATGGTAC 
CAGCCAGGGGCAAGCATGACCAGAGCCAGGGACCCTGTGGCTCTGATCCCCCATTTATCCACC 
CCATGTGCCTCAGGACTAGAGTGAGCAATCATACCTTATAAATGACTTTTGTGCCTTTCTGCT 
CCAGTCTCAAAATTTCCTACACCTGCCAGTTCTTTACATTTTTCCAAGGAAAGGAAAACGGAA 
GCAGGGTTCTTGCCTGGTAGCTCCAGGACCCAGCTCTGCAGGCACCCAAAGACCCTCTGTGCC 
CAGCCTCTTCCTTGAGTTCTCGGAACCTCCTCCCTAATTCTCCCTTCCTTCCCCACAAGGCCT 
TTGAGGTTGTGACTGTGGCTGGTATATCTGGCTGCCATTTTTCTGATGCATTTATTTAAAATT 
TGTACTTTTTGATAGAACCCTTGTAAGGGCTTTGTTTTCCTAATAGCTGACTTTTTAATAAAG 
CAGTTTTATATAT 
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FIGURE 132 

MLMFAVIVASSGLLLMIERGILAEMKPLPLHPPGREGTAWRGKAPKPGGLSLRAGDADLQVRQ 
DVRNRTLRAVCGQPGMPRDPWDLPVGQRRTLLRHILVSDRYRFLYCYVPKVACSNWKRVMKVL 
AGVLDSVDVRLKMDHRSDLVFLADLRPEEIRYRLQHYFKFLFVREPLERLLSAYRNKFGEIRE 
YQQRYGAEIVRRYRAGAGPSPAGDDVTFPEFLRYLVDEDPERMNEHWMPVYHLCQPCAVHYDF 
VGSYERLEADANQVLEWVRAPPHVRFPARQAWYRPASPESLHYHLCSAPRALLQDVLPKYILD 
FSLFAYPLPNVTKEACQQ 

Important features o£ the pirotein: 
Signal peptide: 

amino acids 1-23 

N-giycosylation sxtes. 

amino acids 67-71, 325-329 

Tyrosine kinase phosphorylation sites. 

amino acids 152-159, 183-183 

N-myristoylation sites . 

amino acids 89-95, 128-134 
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FIGURE 133 

CGGCAGTTCTGGCCCCTGCAGCTGGAGGTACCCTGAGTTCTGAGGGTCGTAGTGCTGTTTCTG 
GTATTCTCATCGCGGTCACCTCTACCGGTGTGGACAAGTAAAGTTTGAATCAGCTTCTCCATG 
GCCTGGGCACCAGTTCCCGGCTGAGCCATTTTCCTTTTGGCTAAAAGTCCCCGCCCAGAGGCC 
AATTCGTCGCGGCGGCGGTGGAGATCGCAGGTCGCTCAGGCTTGCAGMGGGTCAAGGGTTGT 
GGAGAGTGGTCAGAAACCAGCAGCTGC7\ACAAG7^GGCTACAGTGAGCAAGGCTACCTCACeA 
GAGAGCAGAGCAGGAGAATGGATGCGAGCAACATTTCTAACACCAATCATCGTAAACAAGTCC 
AAGGAGGCATTGACATATATCATCTTTTGAAGGC7VAGGAAATCGAAAGAACAGGAAGGATTCA 
TTAATTTGGAAATGTTGCCTCCTGAGCTAAGCTTTACCATCTTGTCCTACCTGAATGCAACTG 
ACCTTTGCTTGGCTTCATGTGTTTGGCAGGACCTTGCGAATGATGAACTTCTCTGGCAAGGGT 
TGTGCAAATCCACTTGGGGTCACTGTTCCATATACAATAAGAACCCACCTTTAGGATTTTCTT 
TTAGAAAATTGTATATGCAGCTGGATGAAGGCAGCCTCACCTTTAATGCCAACCCAGATGAGG 
GAGTGAACTACTTTATGTCCAAGGGTATCCTGGATGATTCGCCAAAGGAAATAGCAAAGTTTA 
TCTTCTGTACAAGAACACTAAATTGGAAAAAACTGAGAATCTATCTTGATGAAAGGAGAGATG 
TCTTGGATGACCTTGTAACATTGCATAATTTTAGAAATCAGTTCTTGCCAAATGCACTGAGAG 
AATTTTTTCGTCATATCCATGCCCCTGAAGAGCGTGGAGAGTATCTTGAAACTCTTATAACAA 
AGTTCTCACATAGATTCTGTGCTTGCAACCCTGATTTAATGCGAGAACTTGGCCTTAGTCCTG 
ATGCTGTCTATGTACTGTGCTACTCTTTGATTCTACTTTCCATTGACCTCACTAGCCCTCATG 
TGAAGAATA2\AATGTCAAAAAGGGAATTTATTCGAAATACCCGTCGCGCTGCTCAAAATATTA 
GTGAAGATTTTGTAGGGCATCTTTATGAC7VATATCTACCTTATTGGCCATGTGGCTGCATAAA 
AAGCACAATTGCTAGGACTTCAGTTTTTACTTCAGACTAAAGCTACCCAAGGACTTAGCAGAT 
ATGGGGGTTACATCAGTGCTGGTCATTGTAGCCTGAGTATACAATCAAGCTTCAGTGTGCAAC 
CTTTTTTTCTTTTGCCATTTTCTATTTTAGTAATTTCCTTGGGG7\ACTAAATAATTTTGCAGA 
ATTTTTCCTAATTTTGTTTATCACGTTTTGCACAAAGCAGAGCCACTGTCTAACACAGCTGTT 
AACGAATGATAAACTGACATTATACTCTAAAAGATGGTGTATTTGTGCATTAGATTTGCCTGA 
AAAACTTTATCCATTTCCATTCTTTATACAAATACCATGTAATGTGTACATATTTAACTAAAG 
AGATTTATAGTCATAATTATTTTATTGTAAAGATTTTAACTAAAGTTTTTCCTTTTCTCTC 
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FIGURE 134 

MGQGLWRVVRNQQLQQEGYSEQGYLTREQSRRMDASNISNTNHRKQVQGGIDIYHLLKARKSK 
EQEGFINLEMLPPELSFTILSYLNATDLCLASCVWQDLANDELLWQGLCKSTWGHCSIYNKNP 
PLGFSFRKLYMQLDEGSLTFNANPDEGVNYFMSKGILDDSPKEIAKFIFCTRTLNWKKLRIYL 
DERRDVLDDLVTLHNFRNQFLPNALREFFRHIHAPEERGEYLETLITKFSHRFCACNPDLMRE 
LGLSPDAVYVLCYSLILLSIDLTSPHVKNKMSKREFIRNTRRAAQNISEDFVGHLYDNIYLIG 
HVAA 

Impor'tant: £ea tores of the protein: 
Transmembrane domain: 

amino acids 253-272 

N-gl.ycosyla1:±on sxtes . 

amino acids 37-41, 87-91, 298-302 

N-nyrxs'boyla'tlon site . 

amino acids 110-116 
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FIGURE 135 

GGCACGAGGGAGCCTCCGTTAGGGGGTGGGAAAGGACTTTGCCATAGGTCGCTGAGGCCACCA 
TCTGCTCTCTTACTGGCCAAGGGCGTAAAAAGATAGTCTTCCCATTAGCTAGAGAGCAAACCC 
CAGAAAGCCTATTGGCTGCGCCGTCCGCGGGCCTTGGTCCGCTTTGAAGGCGGGCTGCGGCTG 
CGAGAGGAGGGCGGGCGGGAGGCTAGCTGTTGTCGTGGTTGCTCGGAGGCACGTGTGCAGTCC 
CGGAAGCGGCGAGGGGAAACTGCTCCGCGCGCGCCGCGGGAGGAGGAACCGCCCGGTCCTTTA 
GGGTCCGGGCCCGGCCGGGCCMGGATTCAATGCCTGAGCCCGCGTCCCGCTGTCTTCTGCTT 
CTTCCCTTGCTGCTGCTGCTGCTGCTGCTGCTGCCGGCCCCGGAGCTGGGCCCGAGCCAGGCC 
GGAGCTGAGGAG7VACGACTGGGTTCGCCTGCCCAGCAAATGCGAAGTGTGTAAATATGTTGCT 
GTGGAGCTG7\AGTCAGCCTTTGAGGAAACCGGCAAGACCAAGGAGGTGATTGGCACGGGCTAT 
GGCATCCTGGACCAGAAGGCCTCTGGAGTCAAATACACCAAGTCGGACTTGCGGTTAATCGAA 
GTCACTGAGACCATTTGCAAGAGGCTCCTGGATTATAGCCTGCACT^GGAGAGGACCGGCAGC 
T^TCGATTTGCCAAGGGCATGTCAGAGACCTTTGAGACATTACACAACCTGGTACAQAAAGGG 
GTCAAGGTGGTGATGGACATCCCCTATGAGCTGTGGAACGAGACTTCTGCAGAGGTGGCTGAC 
CTCAAGAAGCAGTGTGATGTGCTGGTGGAAGAGTTTGAGGAGGTGATCGAGGACTGGTACAGG 
AACCACCAGGAGGAAGACCTGACTGAATTCCTCTGCGCCAACCACGTGCTGAAGGGAAAAGAC 
ACCAGTTGCCTGGCAGAGCAGTGGTCCGGCAAGAAGGGAGACACAGCTGCCCTGGGAGGGAAG 
AAGTCCAAGAAGAAGAGCAGCAGGGCCAAGGCAGCAGGCGGCAGGAGTAGCAGCAGCAAACAA 
AGGT^GGAGCTGGGTGGCCTTGAGGGAGACCCCAGCCCCGAGGAGGATGAGGGCATCCAGAAG 
GCATCCCCTCTCACACACAGCCCCCCTGATGAGCTCTGAGCCCACCCAGCATCCTCTGTCCTG 
AGACCCCTGATTTTGAAGCTGAGGAGTCAGGGGCATGGCTCTGGCAGGCCGGGATGGCCCCGC 
AGCCTTCAGCCCCTCCTTGCCTTGGCTGTGCCCTCTTCTGCCAAGGAAAGACACAAGCCCCAG 
GAAGAACTCAGAGCCGTCATGGGTAGCCCACGCCGTCCTTTCCCCTCCCCAAGTGTTTCTCTC 
CTGACCCAGGGTTCAGGCAGGCCTTGTGGTTTCAGGACTGCAAGGACTCCAGTGTGAACTCAG 
GAGGGGCAGGTGTCAGAACTGGGCACCAGGACTGGAGCCCCCTCCGGAGACCAAACTCACCAT 
CCCTCAGTCCTCCCCAACAGGGTACTAGGACTGCAGCCCCCTGTAGCTCCTCTCTGCTTACCC 
CTCCTGTGGACACCTTGCACTCTGCCTGGCCCTTCCCAGAGCCCAAAGAGTAAAAATGTTCTG 
GTTCTGATTTCTGAAAAAAAAAAAAAAAAAAATTCCT 



wo 01/40466 



PCT/USOO/32678 



136/550 

FIGURE 136 

MDSMPEPASRCLLLLPLLLLLLLLLPAPELGPSQAGAEENDWVRLPSKCEVCKYVAVELKSAF 
EETGKTKEVIGTGYGILDQKASGVKYTKSDLRLIEVTETICKRLLDYSLHKERTGSNRFAKGM 
SETFETLHNLVHKGVKVVMDIPYELWNETSAEVADLKKQCDVLVEEFEEVIEDWYRNHQEEDL 
TEFLCANHVLKGKDTSCLAEQWSGKKGDTAALGGKKSKKKSSRAKAAGGRSSSSKQRKELGGL 
EGDPSPEEDEGIQKASPLTHSPPDEL 

Import:ani: £ea1:ures of the protein: 
Signal peptide: 

amino acids 1-26 

N-glycosylatlon site. 

amino acids 153-157 

cAMP- and cGMP-dependent protein kinase phosphorylation sites . 

amino acids 227-231, 228-232 

Tyrosine kinase phosphorylation site. 

amino acids 142-150 

N-myrlstoylatlon sites . 

amino acids 36-42, 74-80, 86-92, 125-131, 222-228, 237-243, 
250-256, 263-269 

Amldatlon sites . 

amino acids 212-216, 222-226 

ATP/GTP-blndlng site motif A (P-loop) • 

amino acids 62-70 
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FIGURE 137 

CACGCCTCCCGCTGCCAGCCCGGCACCGGGATCTTAATCAGTCACTATGAAAACTCATTAGCT 
CCACAGCAATOAGTCCTCCACTGCTGAAGCTTGGCGCTGTGCTTAGTACCATGGCAATGATCT 
CAAACTGGATGTCCCAAACTCTCCCATCCTTGGTGGGACTGAACACCACGAGGCTGTCGACTC 
CGGATACCTTAACTCAGATTAGTCCTAAAGAAGGGTGGCAGGTGTACAGCTCAGCTCAGGATC 
CTGATGGGCGGTGCATTTGCACAGTTGTTGCTCCAGAACAAAACCTGTGTTCCCGGGATGCCA 
AAAGCAGGCAACTTCGCCAACTACTGGAAAAGGTTCAGAACATGTCCCAGTCTATTGAAGTCT 
T7VAACTTGAGAACTCAGAGAGATTTCCAATATGTTTTAAAAATGGAAACCCAAATGAAAGGGC 
TGAAGGCAAAATTTCGGCAGATTGAAGATGATCGAAAGACACTTATGACCAAGCATTTTCAGG 
AGTTGAAAGAGAT^AATGGACGAGCTCCTGCCTTTGATCCCCGTGCTGGAACAGTACAAAACAG 
ATGCTAAGTTAATCACCCAGTTCAAGGAGGAAATAAGGAATCTGTCTGCTGTCCTCACTGGTA 
TTCAGGAGGAAATTGGTGCCTATGACTACGAGGAACTACACCAAAGAGTGCTGAGCTTGGAAA 
CAAGACTTCGTGACTGCATGAAAAAGCTAACATGTGGCAAACTGATG7\AAATCACAGGCCCAG 
TTACAGTCAAGACATCTGGAACCCGATTTGGTGCTTGGATGACAGACCCTTTAGCATCTGAGA 
AAAACAACAGAGTCTGGTACATGGACAGTTATACTAACAATAAAATTGTTCGTGAATACAAAT 
CAATTGCAGACTTTGTCAGTGGGGCTGAATCAAGGACATACAACCTTCCTTTCT^GTGGGCAG 
GAACTAACCATGTTGTCTACAATGGCTCACTCTATTTTAACAAGTATCAGAGTAATATCATCA 
TCAAATACAGCTTTGATATGGGGAGAGTGCTTGCCCAACGAAGCCTGGAGTATGCTGGTTTTC 
ATAATGTTTACCCCTACACATGGGGTGGATTCTCTGACATCGACCT7VATGGCTGATGAAATCG 
GGCTGTGGGCTGTGTATGCAACTAACCAGAATGCAGGCAATATTGTCATCAGCCAACTTAACC 
AAGATACCTTGGAGGTGATGAAGAGCTGGAGCACTGGCTACCCCAAGAGAAGTGCAGGGGAAT 
CTTTCATGATCTGTGGGACACTGTATGTCACCAACTCCCACTTAACTGGAGCCAAGGTGTATT 
ATTCCTATTCCACCAAAACCTCCACATATGAGTACACAGACATTCCCTTCCATAACCAATACT 
TTCACATATCCATGCTTGACTACAATGCAAGAGATCGAGCTCTCTATGCCTGGAACAATGGCC 
ACCAGGTGCTGTTCAATGTCACCCTTTTCCATATCATCAAGACAGAGGATGACACATAGGCAA 
ATGTGACATGTTTTCATTGATTTAAACAGTGTGATTTGTGAT7VAACTCTATAAGACCCCTTCC 
GTTTTTTTCTTCACTATTATTTTTCATCATTTCTCCAAAGCAAAGCATTTTTATTGTAAAGTT 
GGTGTTTCAAAAACATAGCTGAGCTTGTCTAACTTACCATGTTGGAAACACATCTTAACTTCT 
AAATTTACAAGGCCTATCATGTCCTTGTCATGAAAAGCACTAAAAAAAAAAAAGAGTTTAAGT 
GGCTAAAGTCATAGTTTTGCAAGAGATTAATGATCTGCCTTATATTAGAGTCAGAGACTAATG 
GTGGCTTAAATGCACGAATGTCTTTTTTTTTAAAACTGTCATTTTTTACTGTCTTTTGCTCCA 
TCTCAGGAAATATTTTGGTAGG7VATTAGGAGAACAAAAAGCACTTTTATCCCATTTATTTCTT 
TAAAAAATGTAAGGATTTCATTTATATTGAAA7VATAATATTAATCATTTTGCTGTTAACACAA 
TTCTCTGATGCGGTGCTGTACAGTCATTTTTAAATCTCTTGCTAACATTTTATTGGCAGTATG 
TATTTCTACCATTGTAACCACCATTGTGCTATTGTATCTCTTCACTTCTGTGAAAGTAATATT 
TTTTATAAAANACACTGNAATTTTAAAAAAAAAAAAAAAAAACAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 138 

MSPPLLKLGAVLSTMAMISNWMSQTLPSLVGLNTTRLSTPDTLTQISPKEGWQVYSSAQDPDG 
RCICTVVAPEQNLCSRDAKSRQLRQLLEKVQNMSQSIEVLNLRTQRDFQYVLKMETQMKGLKA 
KFRQIEDDRKTLMTKHFQELKEEOJ^DELLPLIPVLEQYKTDAKLITQFKEEIRNLSAVLTGIQE 
EIGAYDYEELHQRVLSLETRLRDCMKKLTCGKLMKITGPVTVKTSGTRFGAWMTDPLASEKNN 
RVWYMDSYTNNKIVREYKSIADFVSGAESRTYNLPFKWAGTNHVVYNGSLYFNKYQSNIIIKY 
S FDMGRVLAQRSLEYAGFHNVY PYTWGGFS DI DLMADE IGLWAVYATNQNAGN I VI SQLNQDT 
LEVMKSWSTGYPKRSAGESFMICGTLYVTNSHLTGAKVYYSYSTKTSTYEYTDIPFHNQYFHI 
SMLDYNARDRALYAWNNGHQVLFNVTLFHIIKTEDDT 

Important features of the protein: 
Signal peptide: 

amino acids 1-16 

N-glycosylatlon sites « 

amino acids 33-37, 95-99, 179-183, 299-303, 465-469 

cAMP- and cC^lP-dependent protein kinase phosphorylation site. 

amino acids 215-219 

Tyrosine kinase phosphorylation site. 

amino acids 106-114 

N-myrlstoylatlon sites . 

amino acids 9-15, 31-37, 235-241, 239-245 
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FIGURE 139 

GAAGCAGTGCAGAGAGGAGAGCGGAGCGGAGCTGCCGCTGAGCAAAGGCCTTCACCMGGCCG 
AGTCCCCCGGCTGCTGCTCCGTCTGGGCCCGCTGCCTCCACTGCCTGTATAGCTGCCACTGGA 
GGAAATGCCCCAGAGAGAGGATGCAAACCAGCAAGTGCGACTGTATCTGGTTTGGCCTGCTCT 
TCCTCACCTTCCTCCTTTCCCTGAGCTGGCTGTACATCGGGCTCGTCCTTCTCAATGACCTGC 
ACAACTTCAATGAATTCCTCTTCCGCCGCTGGGGACACTGGATGGACTGGTCCCTGGCATTCC 
TGCTGGTCATCTCTCTACTGGTCACATATGCATCCTTGCTATTGGTCCTGGCCCTGCTCCTGC 
GGCTTTGTAGACAGCCCCTGCATCTGCACAGCCTCCACAAGGTGCTGCTGCTCCTCATTATGC 
TGCTTGTGGCGGCTGGCCTTGTGGGACTGGACATCCAATGGCAGCAGGAGTGGCATAGCTTGC 
GTGTGTCACTGeAGGCCACAGCCCCATTCCTTCATATTGGAGCAGCCGCTGGAATTGCCCTCC 
TGGCCTGGCCTGTGGCTGATACCTTCTACCGTATCCACCGAAGAGGTCCCAAGATTCTGCTAC 
TGCTCCTATTTTTTGGAGTTGTCCTGGTCATCTACTTGGCCCCCCTATGCATCTCCTCACCCT 
GCATCATGGAACCCAGAGACTTACCACCCAAGCCTGGGCTGGTGGGACACCGAGGGGCCCCCA 
TGCTGGCTCCCGAGAACACCCTGATGTCCTTGCGGAAGACAGCTGAATGCGGAGCTACTGTGT 
TTGAGACTGATGTGATGGTCAGCTCCGATGGGGTCCCCTTCCTCATGCATGATGAGCACCTCA 
GCAGGACCACGAATGTAGCCTCTGTATTCCCAACCCGAATCACAGCCCACAGCAGTGACTTCT 
CCTGGACTGAACTGAAGAGACTCAATGCTGGATCCTGGTTCCTAGAGAGGCGACCCTTCTGGG 
GGGCCAAACCGCTGGCAGGCCCTGATCAGAAAGAGGCTGAGAGTCAGACGGTACCAGCATTAG 
AAGAGCTATTGGAGGAAGCTGCAGCCCTCAACCTTTCCATCATGTTCGACTTGCGCCGACCCC 
CACAGAACCACACATACTATGACACTTTTGTGATCCAGACATTGGAGACTGTGCTGAATGCAA 
GGGTGCCCCAAGCCATGGTCTTTTGGCTACCAGATGAAGATCGGGCTAATGTCCAACGACGGG 
CACCTGGAATGCGCCAGATATATGGACGTCAGGGAGGCAACAGAACGGAGAGGCCCCAGTTTC 
TTAACCTCCCCTATCAAGATCTGCCACTATTGGATATCAAGGCATTGCATAAGGATAATGTCT 
CGGTGAACCTATTTGTAGTGAACAAGCCCTGGCTCTTCTCTCTGCTTTGGTGTGCAGGGGTGG 
ATTCGGTCACCACCAACGACTGCCAGCTGCTGCAGCAGATGCGTTACCCTATCTGGCTTATTA 
CCCCTCAAACCTACCTT^TCATATGGGTCATTACCAATTGTGTTTCCACCATGCTGCTTTTGT 
GGACCTTCCTCCTCCAAAGGAGATTTGTTAAGAAGAGAGGGAAAACTGGCTTAGAAACAGCAG 
TGCTGCTGACAAGGATCAACAATTTCATGATGGAGTGAATGCCCTGCCCTGCTTCCCCACCCA 
AGCCAGTCTACATTGCCCAAACAGCAAGGGTTGGAGAGTGGCTTAAGTGGAATGCTTCAGGGG 
TGGTGGGTTGCAAGTGGGGGGAGCTTTGCCAACAGGAGGTTTTGAACCATGAGGGCCCTCTGC 
CCAGGTGATGGGCATTCCCTAAGCTGCTATGGAATCTGCTCCCTTTGGGGTTTTGACCTGAGA 
TGTTTGGGAAGAGAGTGAGTAATGAGAAGTTTCTCCTCAAATGAAACTAGAACAGAGGAAGTA 
AAAGGGAGATTGCTCGGA 
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FIGURE 140 

MAESPGCCSVWARCLHCLYSCHWRKCPRERMQTSKCDCIWFGLLFLTFLLSLSWLYIGLVLLN 
DLHNFNEFLFRRWGHWMDWSLAFLLVISLLVTYASLLLVLALLLRLCRQPLHLHSLHKVLLLL 
IMLLVAAGLVGLDIQWQQEWHSLRVSLQATAPFLHIGAAAGIALLAWPVADTFYRIHRRGPKI 
LLLLLFFGVVLVIYLAPLCISSPCIMEPRDLPPKPGLVGHRGAPMLAPENTLMSLRKTAECGA 
TVFETDVMVSSDGVPFLMHDEHLSRTTNVASVFPTRITAHSSDFSWTELKRLNAGSWFLERRP 
FWGAKPLAGPDQKEAESQTVPALEELLEEAT^LNLSIMFDLRRPPQNHTYYDTFVIQTLETVL 
NARVPQAMVFWLPDEDRANVQRRAPGMRQIYGRQGGNRTERPQFLNLPYQDLPLLDIKALHKD 
NVSVNLFVVNKPWLFSLLWCAGVDSVTTNDCQLLQQMRYPIWLITPQTYLIIWVITNCVSTML 
LLWTFLLQRRFVKKRGKTGLETAVLLTRINNFMME 

Xmpor^an^ features o£ the protein: 
Transmembrane domains : 

amino acids 38-60, 83-107, 122-138, 156-173, 189-210, 484-506 
H-glycosylatlon sites. 

amino acids 349-353, 362-366, 415-419, 442-446 

N-n^rxstoylatlon sites . 

amino acids 163-169, 413-419, 523-529 

Leucine zipper pattern. 

amino acids 93-115, 109-131 

Gluteualne amldo transferases class-II active site. 

amino acids 1-13 
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FIGURE 141 

GCCGCCGGCCCGGGCTGGAGCCGAGCGCAGCAGCCACCGCCGCCGCCGCGCCAGAAGTTTGGGTTGAACCGGAGC 
TGCCGGGAGGAAACTTTTTTCTTTTTTCCCCCTCCCTCCCGGGAGGAGGAGGAGGAGGAGGAGGGGAAGCTGCCG 
CCGGCGCCAAGGCTCGTGGGCTCGGGGTCGGCGCGGCCCGCAGAAGGGGCGGGGGCCTCGCCCCGCGAGGGGAGG 
CGCGCCCCGGGGGCCCCGAGAGGGGCGGTGAGGACCGCGGGCTGCTGGTGCGGCGGCGGCGGCGCGTGTGCCCCG 
CGCAGGGGAGGGCGCCCGCCCCGCTCCCGGCCCGGCTGCGAGGAGGAGGCGGCGGCGGCGCAGGAGGATGTACTT 
GGTGGCGGGGGACAGGGGGTTGGCCGGCTGCGGGCACCTCCTGGTCTCGCTGCTGGGGCTGCTGCTGCTGCTGGC 
GCGCTCCGGCACCCGGGCGCTGGTCTGCCTGCCCTGTGACGAGTCCAAGTGCGAGGAGCCCAGGAACTGCCCGGG 
GAGCATCGTGCAGGGCGTCTGCGGCTGCTGCTACACGTGCGCCAGCCAGAGGAACGAGAGCTGCGGCGGCACCTT 
CGGGATTTACGGAACCTGCGACCGGGGGCTGCGTTGTGTCATCCGCCCCCCGCTCAATGGCGACTCCCTCACCGA 
GTACGAAGCGGGCGTTTGCGAAGATGAGAACTGGACTGATGACCAACTGCTTGGTTTTAAACCATGCAATGAAAA 
CCTTATTGCTGGCTGCAATATAATCAATGGGAAATGTGAATGTAACACCATTCGAACCTGCAGCAATCCCTTTGA 
GTTTCCAAGTCAGGATATGTGCCTTTCAGCTTTAAAGAGAATTGAAGAAGAGAAGCCAGATTGCTCCAAGGCCCG 
CTGTGAAGTCCAGTTCTCTCCACGTTGTCCTGAAGATTCTGTTCTGATCGAGGGTTATGCTCCTCCTGGGGAGTG 
CTGTCCCTTACCCAGCCGCTGCGTGTGCAACCCCGCAGGCTGTCTGCGCAAAGTCTGCCAGCCGGGAAACCTGAA 
•CATACTAGTGTCAAAAGCCTCAGGGAAGCCGGGAGAGTGCTGTGACCTCTATGAGTGCAAACCAGTTTTCGGCGT 
GGACTGCAGGACTGTGGAATGCCCTCCTGTTCAGCAGACCGCGTGTCCCCCGGACAGCTATGAAACTCAAGTCAG 
ACTAACTGCAGATGGTTGCTGTACTTTGCCAACAAGATGCGAGTGTCTCTCTGGCTTATGTGGTTTCCCCGTGTG 
TGAGGTGGGATCCACTCCCCGCATAGTCTCTCGTGGCGATGGGACACCTGGAAAGTGCTGTGATGTCTTTGAATG 
TGTTAATGATACAAAGCCAGCCTGCGTATTTAACAATGTGGAATATTATGATGGAGACATGTTTCGAATGGACAA 
CTGTCGGTTCTGTCGATGCCAAGGGGGCGTTGCCATCTGCTTCACTGCCCAGTGTGGTGAGATAAACTGCGAGAG 
GTACTACGTGCCCGAAGGAGAGTGCTGCCCAGTGTGTGAAGATCCAGTGTATCCTTTTAATAATCCCGCTGGCTG 
CTATGCCAATGGCCTGATCCTTGCCCACGGAGACCGGTGGCGGGAAGACGACTGCACATTCTGCCAGTGCGTCAA 
CGGTGAACGCCACTGCGTTGCGACCGTCTGCGGACAGACCTGCACAAACCCTGTGAAAGTGCCTGGGGAGTGTTG 
CCCTGTGTGCGAAGAACCAACCATCATCACAGTTGATCCACCTGCATGTGGGGAGTTATCAAACTGCACTCTGAC 
AGGGAAGGACTGCATTAATGGTTTCAAACGCGATCACAATGGTTGTCGGACCTGTCAGTGCATAAACACCGAGGA 
ACTATGTTCAGAAGGTAAACAAGGCTGCACCTTGAACTGTCCCTTCGGTTTCCTTACTGATGCCCAAAACTGTGA 
GATCTGTGAGTGCCGCCCAAGGCCCAAGAAGTGCAGACCCATAATCTGTGACAAGTATTGTCCACTTGGATTGCT 
GAAGAATAAGCACGGCTGTGACATCTGTCGCTGT7VAGAAATGTCCAGAGCTCTCATGCAGTAAGATCTGCCCCTT 
GGGTTTCCAGCAGGACAGTCACGGCTGTCTTATCTGCAAGTGCAGAGAGGCCTCTGCTTCAGCTGGGCCACCCAT 
CCTGTCGGGCACTTGTCTCACCGTGGATGGTCATCATCATAAAAATGAGGAGAGCTGGCACGATGGGTGCCGGGA 
ATGCTACTGTCTCAATGGACGGGAAATGTGTGCCCTGATCACCTGCCCGGTGCCTGCCTGTGGCAACCCCACCAT 
TCACCCTGGACAGTGCTGCCCATCATGTGCAGATGACTTTGTGGTGCAGAAGCCAGAGCTCAGTACTCCCTCCAT 
TTGCCACGCCCCTGGAGGAGAATACTTTGTGGAAGGAGAAACGTGGAACATTGACTCCTGTACTCAGTGCACCTG 
CCACAGCGGACGGGTGCTGTGTGAGACAGAGGTGTGCCCACCGCTGCTCTGCCAGAACCCCTCACGCACCCAGGA 
TTCCTGCTGCCCACAGTGTACAGATCAACCTTTTCGGCCTTCCTTGTCCCGCAATAACAGCGTACCTAATTACTG 
CAAAAATGATGAAGGGGATATATTCCTGGCAGCTGAGTCCTGGAAGCCTGACGTTTGTACCAGCTGCATCTGCAT 
TGATAGCGTAATTAGCTGTTTCTCTGAGTCCTGCCCTTCTGTATCCTGTGAAAGACCTGTCTTGAGAAAAGGCCA 
GTGTTGTCCCTACTGCATAGAAGACACAATTCCAAAGAAGGTGGTGTGCCACTTCAGTGGGAAGGCCTATGCCGA 
CGAGGAGCGGTGGGACCTTGACAGCTGCACCCACTGCTACTGCCTGCAGGGCCAGACCCTCTGCTCGACCGTCAG 
CTGCCCCCCTCTGCCCTGTGTTGAGCCCATCAACGTGGAAGGAAGTTGCTGCCCAATGTGTCCAGAAATGTATGT 
CCCAGAACCAACCAATATACCCATTGAGAAGACAAACCATCGAGGAGAGGTTGACCTGGAGGTTCCCCTGTGGCC 
CACGCCTAGTGAAAATGATATCGTCCATCTCCCTAGAGATATGGGTCACCTCCAGGTAGATTACAGAGATAACAG 
GCTGCACCCAAGTGAAGATTCTTCACTGGACTCCATTGCCTCAGTTGTGGTTCCCATAATTATATGCCTCTCTAT 
TATAATAGCATTCCTATTCATCAATCAGAAGAAACAGTGGATACCACTGCTTTGCTGGTATCGAACACCAACTAA 
GCCTTCTTCCTTAAATAATCAGCTAGTATCTGTGGACTGCAAGAAAGGAACCAGAGTCCAGGTGGACAGTTCCCA 
GAGAATGCTAAGAATTGCAGAACCAGATGCAAGATTCAGTGGCTTCTACAGCATGCAAAAACAGAACCATCTACA 
GGCAGACAATTTCTACCAAACAGTGTGAAGAAAGGCAACTAGGATGAGGTTTCATy^GACGGAAGACGACTAAAT 
CTGCTCTAAAAAGTAAACTAGAATTTGTGCACTTGCTTAGTGGATTGTATTGGATTGTGACTTGATGTACAGCGC 
TAAGACCTTACTGGGATGGGCTCTGTCTACAGCAATGTGCAGAACAAGCATTCCCACTTTTCCTCAAAAAA 
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FIGURE 142 

MYLVAGDRGLAGCGHLLVSLLGLLLLLARSGTRALVCLPCDESKCEEPRNCPGSIVQGVCGCC 
YTCASQRNESCGGTFGIYGTCDRGLRCVIRPPLNGDSLTEYEAGVCEDENWTDDQLLGFKPCN 
ENLIAGCNIINGKCECNTIRTCSNPFEFPSQDMCLSALKRIEEEKPDCSKARCEVQFSPRCPE 
DSVLIEGYAPPGECCPLPSRCVCNPAGCLRKVCQPGNLNILVSKASGKPGECCDLYECKPVFG 
VDCRTVECPPVQQTACPPDSYETQVRLTADGCCTLPTRCECLSGLCGFPVCEVGSTPRIVSRG 
DGTPGKCCDVFECVNDTKPACVFNNVEYYDGDMFRMDNCRFCRCQGGVAICFTAQCGEINCER 
YYVPEGECCPVCEDPVYPFNNPAGCYANGLILAHGDRWREDDCTFCQCVNGERHCVATVCGQT 
CTNPVKVPGECCPVCEEPTIITVDPPACGELSNCTLTGKDCINGFKRDHNGCRTCQCINTEEL 
CSERKQGCTLNCPFGFLTDAQNCEICECRPRPKKCRPIICDKYCPLGLLKNKHGCDICRCKKC 
PELSCSKICPLGFQQDSHGCLICKCREASASAGPPILSGTCLTVDGHHHKNEESWHDGCRECY 
CLNGREMCALITCPVPACGNPTIHPGQCCPSCADDFVVQKPELSTPSICHAPGGEYFVEGETW 
NIDSCTQCTCHSGRVLCETEVCPPLLCQNPSRTQDSCCFQCTDQPFRPSLSRNNSVPNYCKND 
EGDIFLi\AESWKPDVCTSCICIDSVISCFSESCPSVSCERPVLRKGQCCPYCIEDTIPKKVVC 
HFSGKAYADEERWDLDSCTHCYCLQGQTLCSTVSCPPLPCVEPINVEGSCCPMCPEMYVPEPT 
NIPIEKTNHRGEVDLEVPLWPTPSENDIVHLPRDMGHLQVDYRDNRLHPSEDSSLDSIASWV 
PI I ICLS 1 1 lAFLFINQKKQWI PLLCWYRTPTKPSSLNNQLVSVDCKKGTRVQVDSSQRMLRI 
AE P DARFS GFY SMQKQNHLQADN FYQT V 

Impor-bant: £eat;ures of the protein: 
Signal peptide: 

amino acids 1-34 
Transmembrane domain : 
amino acids 940-962 
N-glycosylation sites - 

amino acids 71-75, 113-117, 330-334, 474-478, 746-750 

CAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 992-996 

N-myrxstoylation site. 

amino acids 9-15, 58-64, 61-67, 75-81, 79-85, 362-368, 402-408, 407-413, 
439-445, 492-498, 511-517, 551-557, 558-564, 586-592, 606-612, 625-631, 
845-851 

Prokaryotic mexiibrane lipoprotein lipid attachznent site. 

amino acids 52-63, 844-855 
Cell attachment sequence. 

amino acids 314-317 
Leucine zipper pattern. 

amino acids 3-25 

Bukaryotic thiol (cysteine) proteases cysteine active site. 

amino acids 57-69 

VWFC domain proteins. 

amino acids 448-456, 382-390 

terminal cystine knot proteins 
amino acids 60-86 
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FIGURE 143 

GACGTCTGGCCGGCTCCCGGCGAAGGGCAGCGGAGGAGCGGCCCAGAGCGCGCAGCTAGGGCA 
CTGGCGAAACCCCGGGACAGTCCCTCTCCGTGCGGGGGCGGCGCAGAGCAGTCCCATCCCCGG 
GGTCCCGGGCGCGGCTGACTGCCGGCTGGTTCCCTGCGCGCAGTAGCTCCCCGAGCCGGGCTG 
CACCGGAGGCGGCGAGMIGGTCGCGCGCGTCGGCCTCCTGCTGCGCGCCCTGCAGCTGCTACT 
GTGGGGCCACCTGGACGCCCAGCCCGCGGAGCGCGGAGGCCAGGAGCTGCGCAAGGAGGCGGA 
GGCATTCCTAGAGAAGTACGGATACCTCAATGAACAGGTCCCCT^GCTCCCACCTCCACTCG 
ATTCAGCGATGCCATCAGAGCGTTTCAGTGGGTGTCCCAGCTACCTGTCAGCGGCGTGTTGGA 
CCGCGCCACCCTGCGCCAGATGACTCGTCCCCGCTGCGGGGTTACAGATACCAACAGTTATGC 
GGCCTGGGCTGAGAGGATCAGTGACTTGTTTGCTAGACACCGGACCAAAATGAGGCGTAAGAA 
ACGCTTTGCAAAGCAAGGTAACAAATGGTACAAGCAGCACCTCTCCTACCGCCTGGTGAACTG 
GCCTGAGCATCTGCCGGAGCCGGCAGTTCGGGGCGCCGTGCGCGCCGCCTTCCAGTTGTGGAG 
CAACGTCTCAGCGCTGGAGTTCTGGGAGGCCCCAGCCACAGGCCCCGCTGACATCCGGCTCAC 
CTTCTTCCAAGGGGACCACAACGATGGGCTGGGCAATGCCTTTGATGGCCCAGGGGGCGCCCT 
GGCGCACGCCTTCCTGCCCCGCCGCGGCGAAGCGCACTTCGACCAAGATGAGCGCTGGTCCCT 
GAGCCGCCGCCGCGGGCGCAACCTGTTCGTGGTGCTGGCGCACGAGATCGGTCACACGCTTGG 
CCTCACCCACTCGCCCGCGCCGCGCGCGCTCATGGCGCCCTACTACAAGAGGCTGGGCCGCGA 
CGCGCTGCTCAGCTGGGACGACGTGCTGGCCGTGCAGAGCCTGTATGGGAAGCCCCTAGGGGG 
CTCAGTGGCCGTCCAGCTCCCAGGAAAGCTGTTCACTGACTTTGAGACCTGGGACTCCTACAG 
CCCCCAAGGAAGGCGCCCTGAAACGCAGGGCCCTAAATACTGCCACTCTTCCTTCGATGCCAT 
CACTGTAGACAGGCAACAGCAACTGTACATTTTT/VAAGGGAGCCATTTCTGGGAGGTGGCAGC 
TGATGGCAACGTCTCAGAGCCCCGTCCACTGCAGGAAAGATGGGTCGGGCTGCCCCCCAACAT 
TGAGGCTGCGGCAGTGTCATTGAATGATGGAGATTTCTACTTCTTCT^J^AGGGGGTCGATGCTG 
GAGGTTCCGGGGCCCCAAGCCAGTGTGGGGTCTCCCACAGCTGTGCCGGGCAGGGGGCCTGCC 
CCGCCATCCTGACGCCGCCCTCTTCTTCCCTCCTCTGCGCCGCCTCATCCTCTTCAAGGGTGC 
CCGCTACTACGTGCTGGCCCGAGGGGGACTGCAAGTGGAGCCCTACTACCCCCGAAGTCTGCA 
GGACTGGGGAGGCATCCCTGAGGAGGTCAGCGGCGCCCTGCCGAGGCCCGATGGCTCCATCAT 
CTTCTTCCGAGATGACCGCTACTGGCGCCTCGACCAGGCCAAACTGCAGGCT^CCACCTCGGG 
CCGCTGGGCCACCGAGCTGCCCTGGATGGGCTGCTGGCATGCCAACTCGGGGAGCGCCCTGTT 
CTGAAGGCACCTCCTCACCTCAGAAACTGGTGGTGCTCTCAGGGCAAAATCATGTTCCCCACC 
CCCGGGGCAGAACCCCTCTTAGAAGCCTCTGAGTCCCTCTGCAGAAGACCGGGCAGCAAAGCC 
TCCATCTGGAAGTCTGTCTGCCTTTGTTCCTTGGAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
TVAAAAAAAAAAAAATWVAAAAATUVAAAAAAAA 
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FIGURE 144 

MVARVGLLLRALQLLLWGHLDAQPAERGGQELRKEAEAFLEKYGYLNEQVPKAPTSTRFSDAI 
RAFQWVSQLPVSGVLDRATLRQMTRPRCGVTDTNSYAAWAERISDLFARHRTKMRRKKRFAKQ 
GNKWYKQHLSYRLVNWPEHLPEPAVRGAVRAAFQLWSNVSALEFWEAPATGPADIRLTFFQGD 
HNDGLGNAFDGPGGALAHAFLPRRGEAHFDQDERWSLSRRRGRNLFVVLAHEIGHTLGLTHSP 
APRALMAPYYKRLGRDALLSWDDVLAVQSLYGKPLGGSVAVQLPGKLFTDFETWDSYSPQGRR 
PETQGPKYCHSSFDAITVDRQQQLYIFKGSHFWEVAADGNVSEPRPLQERWVGLPPNIEAAAV 
SLNDGDFYFFKGGRCWRFRGPKPVWGLPQLCRAGGLPRHPDAALFFPPLRRLILFKGARYYVL 
ARGGLQVEPYYPRSLQDWGGIPEEVSGALPRPDGSIIFFRDDRYWRLDQAKLQATTSGRWATE 

LPWMGCWHANSGSALF 

Iiupor1:an1: features of the protein: 
Sigxial peptide: 

amino acids 1-22 

N-glycosylatxon sites . 

amino acids 164-168, 355-359 

N-myristoylatlon sites . 

amino acids 92-98, 153-159, 193-199, 202-208, 288-294, 368-374, 
509-515 

Amldatlon site. 

amino acids 312-316 

Neutral zinc metallopeptidases , zinc-binding region signature. 

amino acids 237-247 

Matrlxins cysteine switch 

amino acids 231-262, 271-284 

Hemopexln dmnaln protein 

amino acids 66-108, 231-262 
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FIGURE 145 



GCCGGCTAGGGCGCCGGAGCCGCACGCAGCCGCGGGGCTCCGAGAGGCGCGCACTGGGGCTGGGACTGCGCGGCG 
CCGCCGCTGCGAGCGCCACTGAGCGGTCGCGCAACTTCGGAGGCACAGCGCCGGAGCCAGGCGAGCGCTCAGAGA 
CCCGGAGCCAGAGGGGCGCGCCGGAGCCTCGTTCGAGAGCCGGCGCCAGGCACCCACCGCGCTCCGAGTGCCAGG 
CGGCCCTCCGCGCAGCGTGGCTTCCGCTGCCCCCACGGAAGGCACGGGCTGGCGCTGCCGGGCGCCGGGGAGGAC 
GGCGAGGAGGAGGCGGCGGCGGCGGAGACGGCGGCGGCGAGACTGGGGCCAGGGAGACAGCCCTGGGGGAGAGGC 
GCCCGAACCAGGCCGCGGGAGCATGGGGGCCCGGAGCGGAGCTCGGGGCGCGCTGCTGCTGGCACTGCTGCTCTG 
CTGGGACCCGAGGCTGAGCCAAGCAGGCACTGATTCTGGCAGCGAGGTGCTCCCTGACTCCTTCCCGTCAGCGCC 
AGCAGAGCCGCTGCCCTACTTCCTGCAGGAGCCACAGGACGCCTACATTGTGAAGAACAAGCCTGTGGAGCTCCG 
CTGCCGCGCCTTCCCCGCCACACAGATCTACTTCAAGTGCAACGGCGAGTGGGTCAGCCAGAACGACCACGTCAC 
ACAGGAAGGCCTGGATGAGGCCACCGGCCTGCGGGTGCGCGAGGTGCAGATCGAGGTGTCGCGGCAGCAGGTGGA 
GGAGCTCTTTGGGCTGGAGGATTACTGGTGCCAGTGCGTGGCCTGGAGCTCCGCAGGCACCACCAAGAGTCGCCG 
AGCCTACGTCCGCATCGCCTACCTGCGCAAGAACTTCGATCAGGAGCCTCTGGGCAAGGAGGTGCCCCTGGACCA 
TGAGGTTCTCCTGCAGTGCCGCCCGCCGGAGGGGGTGCCTGTGGCCGAGGTGGAATGGCTCAAGAATGAGGATGT 
CATCGACCCCACCCAGGACACCAACTTCCTGCTCACCATCGACCACAACCTCATCATCCGCCAGGCCCGCCTGTC 
GGACACTGCCAACTATACCTGCGTGGCCAAGAACATCGTGGCCAAACGCCGGAGCACCACTGCCACCGTCATCGT 
CTACGTGAATGGCGGCTGGTCCAGCTGGGCAGAGTGGTCACCCTGCTCCAACCGCTGTGGCCGAGGCTGGCAGAA 
GCGCACCCGGACCTGCACCAACCCCGCTCCACTCAACGGAGGGGCCTTCTGCGAGGGCCAGGCATTCCAGAAGAC 
CGCCTGCACCACCATCTGCCCAGTCGATGGGGCGTGGACGGAGTGGAGCAAGTGGTCAGCCTGCAGCACTGAGTG 
TGCCCACTGGCGTAGCCGCGAGTGCATGGCGCCCCCACCCCAGAACGGAGGCCGTGACTGCAGCGGGACGCTGCT 
CGACTCTAAGAACTGCACAGATGGGCTGTGCATGCAAAATAAGAAAACTCTAAGCGACCCCAACAGCCACCTGCT 
GGAGGCCTCAGGGGATGCGGCGCTGTATGCGGGGCTCGTGGTGGCCATCTTCGTGGTCGTGGCAATCCTCATGGC 
GGTGGGGGTGGTGGTGTACCGCCGCAACTGCCGTGACTTCGACACAGACATCACTGACTCATCTGCTGCCCTGAC 
TGGTGGTTTCCACCCCGTCAACTTTAAGACGGCAAGGCCCAGCAACCCGCAGCTCCTACACCCCTCTGTGCCTCC 
TGACCTGACAGCCAGCGCCGGCATCTACCGCGGACCCGTGTATGCCCTGCAGGACTCCACCGACAT^AATCCCCAT 
GACCAACTCTCCTCTGCTGGACCCCTTACCCAGCCTTAAGGTCAAGGTCTACAGCTCCAGCACCACGGGCTCTGG 
GCCAGGCCTGGCAGATGGGGCTGACCTGCTGGGGGTCTTGCCGCCTGGCACATACCCTAGCGATTTCGCCCGGGA 
CACCCACTTCCTGCACCTGCGCAGCGCCAGCCTCGGTTCCCAGCAGCTCTTGGGCCTGCCCCGAGACCCAGGGAG 
CAGCGTCAGCGGCACCTTTGGCTGCCTGGGTGGGAGGCTCAGCATCCCCGGCACAGGGGTCAGCTTGCTGGTGCC 
CAATGGAGCCATTCCCCAGGGC/^GTTCTACGAGATGTATCTACTCATCAACAAGGCAGAAAGTACCCTCCCGCT 
TTCAGAAGGGACCCAGACAGTATTGAGCCCCTCGGTGACCTGTGGACCCACAGGCCTCCTGCTGTGCCGCCCCGT 
CATCCTCACCATGCCCCACTGTGCCGAAGTCAGTGCCCGTGACTGGATCTTTCAGCTCAAGACCCAGGCCCACCA 
GGGCCACTGGGAGGAGGTGGTGACCCTGGATGAGGAGACCCTGAACACACCCTGCTACTGCCAGCTGGAGCCCAG 
GGCCTGTCACATCCTGCTGGACCAGCTGGGCACCTACGTGTTCACGGGCGAGTCCTATTCCCGCTCAGCAGTCAA 
GCGGCTCCAGCTGGCCGTCTTCGCCCCCGCCCTCTGCACCTCCCTGGAGTACAGCCTCCGGGTCTACTGCCTGGA 
GGACACGCCTGTAGCACTGAAGGAGGTGCTGGAGCTGGAGCGGACTCTGGGCGGATACTTGGTGGAGGAGCCGAA 
ACCGCTAATGTTCAAGGACAGTTACCACAACCTGCGCCTCTCCCTCCATGACCTCCCCCATGCCCATTGGAGGAG 
CAAGCTGCTGGCCAAATACCAGGAGATCCCCTTCTATCACATTTGGAGTGGCAGCCAGAAGGCCCTCCACTGCAC 
TTTCACCCTGGAGAGGCACAGCTTGGCCTCCACAGAGCTCACCTGCAAGATCTGCGTGCGGCAAGTGGAAGGGGA 
GGGCCAGATATTCCAGCTGCATACCACTCTGGCAGAGACACCTGCTGGCTCCCTGGACACTCTCTGCTCTGCCCC 
TGGCAGCACTGTCACCACCCAGCTGGGACCTTATGCCTTCAAGATCCCACTGTCCATCCGCCAGAAGATATGCAA 
CAGCCTAGATGCCCCCAACTCACGGGGCAATGACTGGCGGATGTTAGCACAGAAGCTCTCTATGGACCGGTACCT 
GAATTACTTTGCCACCAAAGCGAGCCCCACGGGTGTGATCCTGGACCTCTGGGAAGCTCTGCAGCAGGACGATGG 
GGACCTCAACAGCCTGGCGAGTGCCTTGGAGGAGATGGGCAAGAGTGAGATGCTGGTGGCTGTGGCCACCGACGG 
GGACTGCTGAGCCTCCTGGGACAGCGGGCTGGCAGGGACTGGCAGGAGGCAGGTGCAGGGAGGCCTGGGGCAGCC 
TCCTGATGGGGATGTTTGGCCTCTGCTTCCTCCCAGTTCACAGCCAGAGTTGCCTCTCCTCCTCCTCTTCCCCAA 
CCCCCAGACCATGACCAGCCTTAGAAAATCCATGTACTCTGTTGTTAGAGGGCCCAGAGTTCCTTCTCCACCCCC 
GCTCTCTCTCTCTTGGCCTGAGATCTCTGTGCAGGAACCAAGATGGGGCTGAAGCCTCTGGAGGCAGTTGGTTGG 
GGGCGGGCAGGCAGGAGGCCCTCCCTCCACCCCCCCACCCTCAGCCCGGCAACTTCTGGGTTCCGTGGGTTTTAG 
TTCCGTTCTTCGTTTTCTTCCTCCGTTATTGATTTCTCCTTTCTCCCTAAGCCCCCTTCTGCTTCCACGCCCTTT 
TCCTCTTTGAAGAGTCAAGTACAATTCAGACAAACTGCTTTCTCCTGTCCAAAAGCAAAAAGGCAAAGGAAAGAA 
AGAAAGCTTCAGACCGCTAGTAAGGCTCAAAGAAGAAGAAAAACACCAAAACCACAAGGGAAAAGAAAAACCCAG 
TTTCTTAGGAAACGCAAACGATTTATTATCCAGATTATTTGGATAAGTCCTTTTTAAAA 
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FIGURE 146 

MGARSGARGALLLALLLCWDPRLSQAGTDSGSEVLPDSFPSAPAEPLPYFLQEPQDAYIVKNK 
PVELRCRAFPATQIYFKCNGEWVSQNDHVTQEGLDEATGLRVREVQIEVSRQQVEELFGLEDY 
WCQCVAWSSAGTTKSRRAYVRIAYLRKNFDQEPLGKEVPLDHEVLLQCRPPEGVPVAEVEWLK 
NEDVIDPTQDTNFLLTIDHNLIIRQARLSDTANYTCVAKNIVAKRRSTTATVIVYVNGGWSSW 
AEWSPCSNRCGRGWQKRTRTCTNPAPLNGGAFCEGQAFQKTACTTICPVDGAWTEWSKWSACS 
TECAHWRSRECMAPPPQNGGRDCSGTLLDSKNCTDGLCMQNKKTLSDPNSHLLEASGDAALYA 
GLVVAIFVWAILMAVGVWYRRNCRDFDTDITDSSAALTGGFHPVNFKTARPSNPQLLHPSV 
PPDLTASAGIYRGPVYALQDSTDKIPMTNSPLLDPLPSLKVKVYSSSTTGSGPGLADGADLLG 
VLPPGTYPSDFARDTHFLHLRSASLGSQQLLGLPRDPGSSVSGTFGCLGGRLSIPGTGVSLLV 
PNGAIPQGKFYEMYLLINKAESTLPLSEGTQTVLSPSVTCGPTGLLLCRPVILTMPHCAEVSA 
RDWIFQLKTQAHQGHWEEVVTLDEETLNTPCYCQLEPRACHILLDQLGTYVFTGESYSRSAVK 
RLQLAVFAPALCTSLEYSLRVYCLEDTPVALKEVLELERTLGGYLVEEPKPLMFKDSYHNLRL 
SLHDLPHAHWRSKLLAKYQEIPFYHIWSGSQKALHCTFTLERHSLASTELTCKICVRQVEGEG 
QIFQLHTTLAETPAGSLDTLCSAPGSTVTTQLGPYAFKIPLSIRQKICNSLDAPNSRGNDWRM 
LAQKLSMDRYLNYFATKASPTGVILDLWEALQQDDGDLNSLASALEEMGKSEMLVAVATDGDC 

Xxnport:ant: features of the protein: 

Signal peptide: 

amino acids 1-26 

Transmembrane domain: 

amino acids 374-395 

K-glycosylatlon sites . 

amino acids 222-225, 347-350 
Glycosamlnoglycan attachment site. 

amino acids 4 92-495 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 233-236, 234-237 

Casein kinase II phosphorylation sites. 

amino acids 30-33, 87-90, 251-254, 341-344, 359-362, 629-632, 651-654, 706- 
709, 757-760, 827-830, 925-928, 941-944 
Tyrosine kinase phosphorylation sites . 
amino acids 216-223, 773-780 
N-myrlstoylatlon sites. 

amino acids 2-7, 6-11, 27-32, 96-101, 137-142, 179-184, 247-252, 281-286, 334- 
339, 379-384, 491-496, 495-500, 509-514, 542-547, 547-552, 550-555, 553-558, 
560-565, 611-616, 785-790, 834-839, 844-849 
Prokaryotlc membrane lipoprotein lipid attachment site, 
amino acids 541-551 

ATP/GTP-blndlng site motif A (P-loop) - 

amino acids 926-933 

Growth factor and cytokines receptors family signature 2. 

amino acids 306-312 
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FIGURE 147 

GAGAGGGACAGAGGCTGGAGAAGGATGTATGGCCTGCCCTGGGCTTGTCTGTTCCCTCCTGAGCCTGAGCCCCTT 
ACCTTCCTGACCCCATGAAGCACACACTGGCTCTGCTGGCTCCCCTGCTGGGCCTGGGCCTGGGGCTGGCCCTGA 
GTCAGCTGGCTGCAGGGGCCACAGACTGCAAGTTCCTTGGCCCGGCAGAGCACCTGACATTCACCCCAGCAGCCA 
GGGCCCGGTGGCTGGCCCCTCGAGTTCGTGCGCCAGGACTCCTGGACTCCCTCTATGGCACCGTGCGCCGCTTCC 
TCTCGGTGGTGCAGCTCAATCCTTTCCCTTCAGAGTTGGTAAAGGCCCTACTGAATGAGCTGGCCTCCGTGAAGG 
TGAATGAGGTGGTGCGGTACGAGGCGGGCTACGTGGTATGCGCTGTGATCGCGGGCCTCTACCTGCTGCTGGTGC 
CCACTGCCGGGCTTTGCTTCTGCTGCTGCCGCTGCCACCGGCGCTGCGGGGGACGAGTGAAGACAGAGCACAAGG 
CGCTGGCCTGTGAGCGCGCGGCCCTCATGGTCTTCCTGCTGCTGACCACCCTCTTGCTGCTGATTGGTGTGGTCT 
GTGCCTTTGTCACCAACCAGCGCACGCATGAACAGATGGGCCCCAGCATCGAGGCCATGCCTGAGACCCTGCTCA 
GCCTCTGGGGCCTGGTCTCTGATGTCCCCCAAGAGCTGCAGGCCGTGGCACAGCAATTCTCCCTGCCCCAGGAGC 
AAGTCTCAGAGGAGCTGGATGGTGTTGGTGTGAGCATTGGGAGCGCGATCCACACTCAGCTCAGGAGCTCCGTGT 
ACCCCTTGCTGGCnGCCGTGGGCAGTTTGGGCCAGGTCCTGCAGGTCTCCGTGCACCACCTGCAAACCTTGAATG 
CTACAGTGGTAGAGCTGCAGGCCGGGCAGCAGGACCTGGAGCCAGCCATCCGGGAACACCGGGACCGCCTCCTT'G 
AGCTGCTGCAGGAGGCCAGGTGCCAGGGAGATTGTGCAGGGGCCCTGAGCTGGGCCCGCACCCTGGAGCTGGGTG 
CTGACTTCAGCCAGGTGCCCTCTGTGGACCATGTCCTGCACCAGCTAAAAGGTGTCCCCGAGGCCAACTTCTCCA 
GCATGGTCCAGGAGGAGAACAGCACCTTCAACGCCCTTCCAGCCCTGGCTGCCATGCAGACATCCAGCGTGGTGC 
AAGAGCTGAAGAAGGCAGTGGCCCAGCAGCCGGAAGGGGTGAGGACACTGGCTGAAGGGTTCCCGGGCTTGGAGG 
CAGCTTCCCGCTGGGCCCAGGCACTGCAGGAGGTGGAGGAGAGCAGCCGCCCCTACCTGCAGGAGGTGCAGAGAT 
ACGAGACCTACAGGTGGATCGTGGGCTGCGTGCTGTGCTCCGTGGTCCTATTCGTGGTGCTCTGCAACCTGCTGG 
GCCTCAATCTGGGCATCTGGGGCCTGTCTGCCAGGGACGACCCCAGCCACCCAGAAGCCAAGGGCGAGGCTGGAG 
CCCGCTTCCTCATGGCAGGTGTGGGCCTCAGCTTCCTCTTTGCTGCACCCCTCATCCTCCTGGTGTTCGCCACCT 
TCCTGGTGGGTGGCAACGTGCAGACGCTGGTGTGCCGGAGCTGGGAGAACGGCGAGCTCTTTGAGTTTGCAGACA 
CCCCAGGGAACCTGCCCCCGTCCATGAACCTGTCGCAACTTCTTGGCCTGAGGAAGAACATCAGCATCCACCAAG 
CCTATCAGCAGTGCAAGGAAGGGGCAGCGCTCTGGACAGTCCTGCAGCTCAACGACTCCTACGACCTGGAGGAGC 
ACCTGGATATCAACCAGTATACCAACAAGCTACGGCAGGAGTTGCAGAGCCTGAAAGTAGACACACAGAGCCTGG 
ACCTGCTGAGCTCAGCCGCCCGCCGGGACCTGGAGGCCCTGCAGAGCAGTGGGCTTCAGCGCATCCACTACCCCG 
ACTTCCTCGTTCAGATCCAGAGGCCCGTGGTG/^GACCAGCATGGAGCAGCTGGCCCAGGAGCTGCAAGGACTGG 
CCCAGGCCCAAGACAATTCTGTGCTGGGGCAGCGGCTGCAGGAGGAGGCCCAAGGACTCAGAAACCTTCACCAGG 
AGAAGGTCGTCCCCCAGCAGAGCCTTGTGGCAAAGCTCAACCTCAGCGTCAGGGCCCTGGAGTCCTCTGCCCCGA 
ATCTCCAGCTGGAGACCTCAGATGTCCTAGCCAATGTCACCTACCTGAAAGGAGAGCTGCCTGCCTGGGCAGCCA 
GGATCCTGAGGAATGTGAGTGAGTGTTTCCTGGCCCGGGAGATGGGCTACTTCTCCCAGTACGTGGCCTGGGTGA 
GAGAGGAGGTGACTCAGCGCATTGCCACCTGCCAGCCCCTCTCCGGAGCCCTGGACAACAGCCGTGTGATCCTGT 
GTGACATGATGGCTGACCCCTGGAATGCCTTCTGGTTCTGCCTGGCATGGTGCACCTTCTTCCTGATCCCCAGCA 
TCATCTTTGCCGTCAAGACCTCCAAATACTTCCGTCCTATCCGGAAACGCCTCAGCTCCACCAGCTCTGAGGAGA 
CTCAGCTCTTCCACATCCCCCGGGTTACCTCCCTGAAGCTGTAGGGCCTTGTGGGGTGAGGTGACCCTGAGGCTG 
CCTGTCCTCCCCTTTGATTTAGCCTGGGCCACAGGACTTCGGTAGCTCTTGCCCCAGAGCCCAGGCTGGCATCCA 
GGCCTGGACTGTCCCCAGTTCCGGCTTACCTGGCCCCACCTTGCCTGCTCCTTTCCACCCCTTTCTGCTCACGAC 
CCCCATCATTCACGCTCAGAATCACATGGGACTTCTGTGCAGCTGCAGAGCCAGCAAGTCCCTACAGGTGTCACC 
CGTTACCCCCATGCTGGTGGCATCCTCACAGGAAGAGCCTGTTCTCCACCTGCTGGAGCCTGGACCCTGGGGTGG 
GACAGAGGCCTCGTCCAACCCCACTCCCCTTCCCGTGTGTCTTCCCCCTGCCAAGCCTCCCCCTGCCAAGCCTCC 
CCCTGCCCCTCTCTGAGCCCCTCGCCCCCCACACCGTCCTCATCTGGCCTCCCCCCTGGCCCCCACTTCCCTCTT 
ATGCCCTTCCTGGCCCTTTGCTTCCTCCCTTAGTCCCCTCTTCACCATATCTCCACTGCTACCTTGCTGGCCCCA 
GAGACCACCCTGCCCAACCAAACCACTCAGGTAACGCCACTAATCAGGCAGGGGCCACCATGGCCTAGGTCTGGG 
CTGGCTGCAGGCCCTGCCTCATGGCCTCTGAGCCCTCCACTGCCCCAGGGCCTTGGGCCCTCTGCAGATCTCATC 
CAGGATTTATTGTTGTCCAGTGGGGTGAGGGAGGCCTGTCTGAAGGCCGAGCCTCCCTGCCTGCACCCAAGTTAG 
AAATGGGGGTACCAGCACTTAGCTTCTCTCTGAGTGCTGGCTCCCAAGGAAGGGACCTGGGACCTGGGCCACAGT 
GGGGGCTTGCCCTTACCTCTTCAGAAGGAAGCATCTTCCACAGCCCCCACCCAACTTTCTTAGGAGTGATCTGGT 
GGCCAGAACAGGATTTTGCACGGCCCCTTTTATCCTGCGCATGTGGCCTAGGGTCATCCCCAGCCCATCCCTGTG 
TCAGCCCTGAGTGCTGGACACTGCGTTCCAGAAATGAGGAAGAGGAGAGAGAAGAGATGGACAGACCTCAGATCC 
ATTAAAGTGTTCTCACTTCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 148 

MKHTLALLAPLLGLGLGLALSQLAAGATDCKFLGPAEHLTFTPAARARWLAPRVRAPGLL 
DSLYGTVRRFLSVVQLNPFPSELVE<ALLNELASVKVNEVVRYEAGYVVCAVIAGLYLLLV 
PTAGLCFCCCRCHRRCGGRVKTEHKALACERAALMVFLLLTTLLLLIGVVCAFVTNQRTH 
EQMGPSIEAMPETLLSLWGLVSDVPQELQAVAQQFSLPQ.EQVSEELDGVGVSIGSAIHTQ 
LRSSVYPLLAAVGSLGQVLQVSVHHLQTLNATVVELQAGQQDLEPAIREHRDRLLELLQE 
ARCQGDCAGALSWARTLELGADFSQVPSVDHVLHQLKGVPEANFSSMVQEENSTFNALPA 
LAAMQTSSVVQELKKAVAQQPEGVRTLAEGFPGLEAASRWAQALQEVEESSRPYLQEVQR 
YETYRWIVGCVLCSVVLFVVLCNLLGLNLGIWGLSARDDPSHPEAKGEAGARTL^4AGVGL 
SFLFAAPLILLVFATFLVGGNVQTLVCRSWENGELFEFADTPGNLPPSMNLSQLLGLRKN 
ISIHQAYQQCKEGAALWTVLQLNDSYDLEEHLDINQYTNKLRQELQSLKVDTQSLDLLSS 
AARRDLEALQSSGLQRIHYPDFLVQIQRPWKTSMEQLAQELQGLAQAQDNSVLGQRLQE 
EAQGLRNLHQEKWPQQSLVAKLNLSVRALESSAPNLQLETSDVLANVTYLKGELPAW/^ 
RILRNVSECFLAREMGYFSQYVAWVREEVTQRIATCQPLSGALDNSRVILCDMMADPWNA 
FWFCLAWCTFFLIPSIIFAVKTSKYFRPIRKRLSSTSSEETQLFHIPRVTSLKL 

Signal pep-bxde: 
amino acids 1-17 
Transmexnbrane domain: 

amino acids 105-125, 153-173, 428-449, 476-500, 778-797 
N-gXycosyla^±on si'tes : 

amino acids 270-273, 343-347, 352-356, 530-534, 540-546, 563-567, 
684-688, 707-711, 725-729 

cAMP- and cGMP-dependeni: protein kinase phosplioryla^bion site. 

amino acids 811-815 

Tyrosine kinase phosphorylat:ion site. 

amino acids 95-103 
N-myristeyla^ion sites • 

amino acids 13-19, 15-21, 17-23, 26-32, 58-64, 124-130, 168-174, 
228-234, 230-236, 320-326, 338-344, 393-399, 429-435, 446-452, 
477-483, 500-506, 536-542, 644-650, 761-767 
Pliospholipase A2 hisliidine acbive site. 

aminop acids 129-137 

4Fe-4S ferredoxins, iron-sul£ur binding region signatere. 

amino acids 126-138 

Mitechondrial energy -transfer proteins signature. 

amino acids 80-89 
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FIGURE 149 

CACAGCTCCCTTCCCAGGACGTGAAAATCTGCCTTCTCACCATGAGGCTTCTAGTCCTTTCCA 
GCCTGCTCTGTATCCTGCTTCTCTGCTTCTCCATCTTCTCCACAGAAGGGAAGAGGCGTCCTG 
CCAAGGCCTGGTCAGGCAGGAGAACCAGGCTCTGCTGCCACCGAGTCCCTAGCCCCAACTCAA 
CAAACCTGAAAGGACATCATGTGAGGCTCTGTAAACCATGCAAGCTTGAGCCAGAGCCCCGCC 
TTTGGGTGGTGCCTGGGGCACTCCCACAGGTGT^CACTCCCAAAGCAAGACTCCAGACAGCG 
GAGAACCTCATGCCTGGCACCTGAGGTACCCAGCAGCCTCCTGTCTCCCCTTTCAGCCTTCAC 
AGCAGTGAGCTGCAATGTTGGAGGGCTTCATCTCGGGCTGCAAGGACCCTGGGAAAGTTCCAG 
AACTCCACGTCCTTGTCTCAATTGTGCCATCAACTTTCAGAGCTATCATGAGCCAACCTCACC 
CCACAGGGCCTCAGTCGCCACCATGTGGGCCTCTCCAGTGCAAACCACCGAGCATTCCACCAT 
GACCGGTCACAGCTACAAATCCAGAGACCATCAATCCTGCTAGAGTGCAGGGTGGCAAGCACC 
CAAGGGTGGCTGACCAAGACTGCAGAGTCTCCTCCATCTTCAGGTCCATTCAGCCTCCTGGCA 
TTTAACTACCAGCATCCAGTGGTCCCCAAGGAATCCCTTCCTAGCCTCCTGACATGAGTCTGC 
TGGAAAGAGCATCCAAACAAACAAGTAAT/^AATAAATAAATAAACTCA 
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FIGURE 150 

MRLLVLSSLLCILLLCFSIFSTEGKRRPAKAWSGRRTRLCCHRVPSPNSTNLKGHHVRLCKPC 
KLEPEPRLWVVPGALPQV 

Inpor'tant £ea1:ures of t:he prot:eln: 
Signal pep'blde: 

amino acids 1-21 

N-glycosyla'tion site. 

amino acids 4 8-52 

Amida'tion si1:es. 

amino acids 23-27, 33-37 
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FIGURE 151 

CACCGGAGGGCACGCAGCTGACGGAGCTGCGCTGCGTTCGCCTCGTTTGCCTCGCGCCCTCCA 
CTGGAGCTGTTCGCGCCTCCCGGCTCCCACCGCAGCCCACCCGGCAGAGGAGTCGCTACCAGC 
GCCCAGTGCGCTCTGTCAGTCCGCAAACTCCTTGCCGCCCGCCCCGGGCTGGGCACCAAATAC 
CAGGCTACCATGGTCTACAAGACTCTCTTCGCTCTTTGCATCTT7y\CTGCAGGATGGAGGGTA 
CAGAGTCTGCCTACATCAGCTCCTTTGTCTGTTTCTCTTCCGACAAACATTGTACCACCGACC 
ACCATCTGGACTAGCTCTCCACAAAACACTGATGCAGACACTGCCTCCCCATCCAACGGCACT 
CACAACAACTCGGTGCTCCCAGTTACAGCATCAGCCCCAACATCTCTGCTTCCTAAGAACATT 
TCCATAGAGTCCAGAGAAGAGGAGATCACCAGCCCAGGTTCGAATTGGGAAGGCACAAACACA 
GACCCCTCACCTTCTGGGTTCTCGTCAACAAGCGGTGGAGTCCACTTAACAACCACGTTGGAG 
GAACACAGCTCGGGCACTCCTGAAGCAGGCGTGGCAGCTACACTGTCGCAGTCCGCTGCTGAG 
CCTCCCACACTCATCTCCCCTCAAGCTCCAGCCTCATCACCCTCATCCCTATCAACCTCACCA 
CCTGAGGTCTTTTCTGCCTCCGTTACTACCAACCATAGCTCCACTGTGACCAGCACCCAACCC 
ACTGGAGCTCCAlACTGCACCAGAGTCCCCGACAGAGGAGTCCAGCTCTGACCACACACCCACT 

tcacatgccacagctgagccagtgccccaggagaaaacacccccaacaactgtgtcaggcaaa 
gtgatgtgtgagctcatagacatggagaccaccaccacctttcccagggtgatcatgcaggaa 
gtagaacatgcattaagttcaggcagcatcgccgccattaccgtgacagtcattgccgtggtg 
ctgctggtgtttggagttgcagcctacctaaaaatcaggcattcctcctatggaagacttttg 
gacgaccatgactacgggtcctggggaaactacaacaaccctctgtacgatgactcctaacaa 
tggaatatggcctgggatgaggattaactgttctttatttataagtgcttatccagtagaatt 
aataagtacctgatgcgcattgaacgacaatcttaagccctgttttgttggtatggttgtttt 
tgttttcctccctctcctctggctgctacaacttcccctttctggtacaagaagaaccattct 
ttaaaggtgagtggaggctgatttgcagctgaagtgggccagccttgcaccagccaggccaga 
ccaccatggtgaaggcttctttccccactgcaggacccactttgagaaggatcgaggaggagg 
atttgggttgttttgttaggggttactttcaggggaacatttcatttgtgttatttcttaaac 
ttctatttaggaaattacattaagtattaatgaggggaaaggaaatgagctctacgaggattt 
caccttgcatgggagagagcagggttttctcagattcctttttaatctctatttatctggttg 
tttctgacaggatgctgcctgcttggctctacgagctggaaagcagcttcttagctgcctaat 
taatgatu^gatgaaaataggaagtgccctggagggggccagcaggtcacggggcagaatctct 
caggttgctgtgggatctcagtgtgcccctacctgttctcccctccaggccacctgtctctgt 
aaaggatgtctgctctgttcaaaaggcagctgggatcccagcccacaagtgatcagcagagtt 
gcatttccaaagaaaaaggctatgagatgagctgagttatagagagaaagggagaggcatgta 
cggtgtggggaagtggaagagaagctggcgggggagaaggaggctaacctgcactgagtactt 
cattaggacaagtgagaatcagctattgataatggccagagatatccacagcttggaggagcc 
cagagactgtttgctttatacccacacagcaactggtccactgctttactgtctgttggataa 

T GGCTGTAAAATGTTT AAAAAC 
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FIGURE 152 

MVYKTLFALCILTAGWRVQSLPTSAPLSVSLPTNIVPPTTIWTSSPQNTDADTASPSNGTHNN 
SVLPVTASAPTSLLPKNISIESREEEITSPGSNWEGTNTDPSPSGFSSTSGGVHLTTTLEEHS 
SGTPEAGVAATLSQSAAEPPTLISPQAPASSPSSLSTSPPEVFSASVTTNHSSTVTSTQPTGA 
PTAPESPTEESSSDHTPTSHATAEPVPQEKTPPTTVSGKVMCELIDMETTTTFPRVIMQEVEH 
ALSSGSIAAITVTVIAVVLLVFGVAAYLKIRHSSYGRLLDDHDYGSWGNYNNPLYDDS 

Xmpor^n^b £eai:uxres of the probexn: 
Signal peptide: 

amino acids 1-20 

Transmembrane domain: 

amino acids 258-278 

N-glycosylation sites. 

amino acids 58-61, 62-65, 80-83, 176-179 
Casein kinase IX phosphorylation sites. 

amino acids 49-52, 85-88, 95-98, 100-103, 120-123, 121-124, 141- 
144, 164-167, 191-194, 195-198, 200-203 

Tyrosine kinase phosphorylation site. 

amino acids 289-296 

N-myristoylation sites . 

amino acids 59-64, 115-120, 128-133, 133-138, 257-262, 297-302 



BNSDCXSiD: <WO ^01404eeA2J_> 



wo 01/40466 



PCT/USOO/32678 



153/550 

FIGURE 153 

ACGTCACTGTCTTGAAGCAGCAGTAGCCTGGGAAGTGAGGCAGGAGGAATTGAGAGGCAGGAA 
GGGNGCTGGAGACACAGCTGAGCCTGGAAATGAGAGTGGGCATCGCCGTGGTCATCATGACTC 
CTCTGCGGCGTGGTCACCATGTTGGTTCACTGTGTTGGGCTCTTATTGACGGGTCTCCTGCTA 
GGCCTGACCTTGGGTGCCGGAGCCCTGCTGGCTTCTGAGCCTATCTACCAACCACCTTCAGCC 
TGGGTGCCAGCTGGGGGGCTGGTGGGGCTGGCGCTGCTGGGAGCCCTGCTCACACTTCGGTGG 
CCACGTCCATTCACAGTTCTGGGCACAACCCTGCTGGGTTCTGCAGTGCTTGTGGCCTGTGTT 
GACTACTTCCTGGAGGGGCTGGCACTGGGGAGTTGGCTGGGCCAACGCCTGCAGACACTTCCA 
GCCTTGCCTTCTCTCTGC3PGATATAGCTGGGTCTTACTGGGGATCTGGCCAGCCTTGGGGGCC 
CTTGGAGCCCTGGCCCAGTGGAAGCTCGTGCCTGAGGAACATGGAGGCCACGCT7y\TGGGTCT 
GTTCCTGGTTTCCCAGATGCATAAAGGAAGACATATCCCTCCCCTGGGCAGCAAGGCTACAAT 
GGGAGGGAGGGAGAACATGGGAGCATGTGAATAAAATGGCATTAAATACTGAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAT^U^AAA^ 
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FIGURE 154 

MLVHCVGLLLTGLLLGLTLGAGALLASEPIYQPPSAWVPAGGLVGLALLGALLTLRWPRPFTV 
LGTTLLGSAVLVACVDYFLEGLALGSWLGQRLQTLPALPSLC 

Signal pep-klde: 

amino acids 1-20 

Transmembrane domain: 

amino acids 38-55, 60-78 

N-myr±s^oylat:±on si^es . 

amino acids 7-13, 12-18, 16-22, 22-28, 41-47, 50-56, 84-90, 88-94 

Prokaryo-tic membrane lipoprotein lipid ab-bachmeni: sibe. 

amino acids 67-78 



BNSDOCID: <WO ^014046eA2J_> 



wo 01/40466 



PCT/USOO/32678 



155/550 

FIGURE 155 

TGCAATTAAAGGAGTCGGGTCTCTAACTGTTGATCTGTTTTTTTCCCTTCTGAGCAATGGAGC 
TTACCATCTTTATCCTGAGACTGGCCATTTACATCCTGACATTTCCCTTGTACCTGCTGAACT 
TTCTGGGCTTGTGGAGCTGGATATGCAAA/J^AATGGTTCCCCTACTTCTTGGTGAGGTTCACTG 
TGATATACAACGAACAGATGGCAAGCAAGAAGCGGGAGCTCTTCAGTAACCTGCAGGAGTTTG 
CGGGCCCCTCCGGGAAACTCTCCCTGCTGGAAGTGGGCTGTGGCACGGGGGCCAACTTCAAGT 
TCTACCCACCTGGGTGCAGGGTGACCTGTATTGACCCCAACCCCAACTTTGAGAAGTTTTTGA 
TCAAGAGCATTGCAGAGAACCGACACCTGCAGTTTGAGCGCTTTGTGGTAGCTGCCGGGGAGA 
ACATGCACCAGGTGGCTGATGGCTCTGTGGATGTGGTGGTCTGCACCCTGGTGCTGTGCTCTG 
TGAAG7\ACCAGGAGCGGATTCTCCGCGAGGTGTGCAGAGTGCTGAGACCGGGAGGGGCTTTCT 
ATTTCATGGAGCATGTGGCAGCTGAGTGTTCGACTTGGAATTACTTCTGGCAACAAGTCCTGG 
ATCCTGCCTGGCACCTTCTGTTTGATGGGTGCAACCTGACCAGAGAGAGCTGGAAGGCCCTGG 
AGCGGGCCAGCTTCTCTAAGCTGAAGCTGCAGCACATCCAGGCCCCACTGTCCTGGGAGTTGG 
TGCGCCCTCATATCTATGGATATGCTGTGT^AATAGTGTGAGCTGGCAGTTAAGAGCTGAATGG 
CTCAAAGAATTTAAAGCTTCAGTTTTACATTTAAAATGCTAAGTGGGAGAAGAGAAACCTTTT 
TTTTGGGGGGCGGTTTTTTTGGTTTGTTGTTGGTTTTTTTTTTTTTTTTGGCAGGAGAATCTC 
TTGAACCCAGAAGGCGAAGGTTGCAGTGAACCGAGATCATGCCATTGTACTCTAGCCTGGGTG 
ACAAGAGCT^GACTCCGTCTCAAAAAAAAAAAAAAAAAAAAAAAGAAGTAGAGACAGGGAGAC 
GGGGTCTCACTGTGTTGCCTAGGCCGGTCTTGAACTCCTGGGCTCAAGTGATTCTCCCACCTT 
GACCTCCTAAATTGTTGGGATTACAGGTGTGAGACAGTGCACCTGGCCGAAATAGCTCAAGTT 
TCTGAAAAACAAATCTGAATCTATTTGTTATTCTTAGCGTCACTGGTCTGGCTTTCAGAATTA 
ACATACAAGGTTGCCACACCTAGTTCTGCCGAGCTTTATGTCTTTTATTCCAGTATTCCACCA 
7VAGTTTGTTTTCCTGCATTCCAGTTCTCAAGTCTTAAGATAAAGATTGTACTTGACAGTTTAG 
TATATCCATAAAACTATTTGAGGTGGTTAAGGTTCTTGGGTTCATTTTCCTTAATACTTTGCT 
GAATATTGTAGATTGTAGGCAATGAAAAAGTCTACTAAATTAGGAAAACCTTGAATAATTAGG 
TATCCTAGGT7^GAGCCCCTAAACATCAAGCAATCTGTGAGTCTGTAAAGAAAT7y\ATATTTT 
TTGGATTATTCTTATCTAATTCCACCCCTGTTGGAAGATGATTTCTTTGTTCTTTGCT^CTAT 
GGAAGCTGTGAAAATCATCACAAGTGCCTCTGAAAGCGAGTGTTAGGTTGGTTAGAGGGTTTA 
ATATTTTCTGCAATGGTTTGTAGGAATTTTAATAAATGTAGTATATTTTCTGAGATGATTTTG 
TAAAAGTACTATTTTAAATATCAAATCAACCAATAAATTCACATTTGTGTTAGGAACAAT^ 
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FIGURE 156 

WELTI FILRLAIYILTFPLYLLNFLGLWSWICKKWFPYFLVRFTVIYNEQMASKKRELFSNLQ 
EFAGPSGKLSLLEVGCGTGANFKFYPPGCRVTCIDPNPNFEKFLIKSIAENRHLQFERFWAA 
GENMHQVADGSVDVVVCTLVLCSVKNQERILREVCRVLRPGGAFYFMEHVAAECSTWNYFWQQ 
VLDPAWHLLFDGCNLTRESWKALERASFSKLKLQHIQAPLSWELVRPHIYGYAVK 

Signal peptride: 

amino acids 1-29 

N-glycosylat^lon sxte. 

amino acids 203-207 

N*myr±st:oyla^±on sxt:es . 

amino. acids 78-84, 80-86, 91-97, 201-207 
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FIGURE 157 

CCGCTGAGATGTACGAACTTCCGGTTCTCCGGGCAGCTGCCACTGCTGTAGCTTCTGCCACCT 
GCCACGACCGGGCCTCTCCCTGGCGTTTGGTCACCTCTGCTTCATTCTCCACCGCGCCTATGG 
TCCCTCTTGGAGCCAGCGTGGCGGGCCTGGCGGCTCCCGGGTGGTGAGAGAGCGGTCCGGGAA 
CG ATGA AGGCCTCGCAGTGCTGCTGCTGTCTCAGCCACCTCTTGGCTTCCGTCCTCCTCCTGC 
TGTTGCTGCCTGAACTAAGCGGGCCCCTGGCAGTCCTGCTGCAGGCAGCCGAGGCCGCGCCAG 
GTCTTGGGCCTCCTGACCCTAGACCACGGACATTACCGCCGCTGCCACCGGGCCCTACCCCTG 
CCCAGCAGCCGGGCCGTGGTCTGGCTGAAGCTGCGGGGCCGCGGGGCTCCGAGGGAGGCAATG 
GCAGCAACCCTGTGGCCGGGCTTGAGACGGACGATCACGGAGGGAAGGCCGGGGAAGGCTCGG 
TGGGTGGCGGCCTTGCTGTGAGCCCCAACCCTGGCGACAAGCCCATGACCCAGCGGGCCCTGA 
CCGTGTTGATGGTGGTGAGCGGCGCGGTGCTGGTGTACTTCGTGGTCAGGACGGTCAGGATGA 
GAAGAAGA7\ACCGAAAGACTAGGAGATATGGAGTTTTGGACACTAACATAGAAAATATGGAAT 
TGACACCTTTAGAACAGGATGATGAGGATGATGACAACACGTTGTTTGATGCCAATCATCCTC 
GAAGATAAGAATGTGCCTTTTGATGAAAGAACTTTATCTTTCTACAATGAAGAGTGGAATTTC 
TATGTTTAAGGAATAAGAAGCCACTATATCAATGTTGGGGGGGTATTTAAGTTACATATATTT 
TAACAACCTTTAATTTGCTGTTGCAAT2\AATACCGTATCCTTTTATTATATCTTTATATGTAT 
AGAAGTACTCTATTAATGGGCTCAGAGATGTTGGGGATAAAGTATACTGTAATAATTTATCTG 
TTTGAAAATTACTATAAAACGGTGTTTTCTGGTCGGTTTTTGTTTCCTGCTTACCATATGATT 
GTAAATTGTTTTATGTATTAATCAGTTAATGCTAATTATTTTTGCTGATGTCATATGTTAAAG 
AGCTATAAATTCCAACAACCAACTGGTGTGTAAAAATAATTTAAAATTTCCTTTACTG7\AAGG 
TATTTCCCATTTTTGTGGGGAAAAGAAGCCAAATTTATTACTTTGTGTTGGGGTTTTTAAAAT 
ATTAAGAAATGTCTAAGTTATTGTTTGCAAAACAATAAATATGATTTTAAATTCTCTTAAi\AA 
AAAAA 
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FIGURE 158 

MKASQCCCCLSHLLASVLLLLLLPELSGPLAVLLQAAEAAPGLGPPDPRPRTLPPLPPGPTPA 
QQPGRGLAEAAGPRGSEGGNGSNPVAGLETDDHGGKAGEGSVGGGLAVSPNPGDKPMTQRALT 
VLMWSG AVLV Y F WRT VRMRRRN RKTRRYG VLDTN I ENMELT PLEQD DE DDDNTL FDANH PRR 

Signal pep'bxcie: 

amino acids 1-28 

Tramsmexnbrane doxnaln: 

amino acids 124-140 

N-glycosyla'bxon site . 

amino acids 83-87 

N-myrls'toyla'bxon sites . 

amino acids 69-75, 78-84, 81-87, 97-103, 103-109, 106-112, 
157-160 



BNSOOCIO: <WO ^014O4eeA2_L> 



wo 01/40466 



PCT/USOO/32678 



159/550 

FIGURE 159 

GCTGCAGGCGGCGACGGCTACACCATGGGCCGGCTGCTGCGGGCCGCCCGGCTGCCGCCGCTG 
CTTTCGCCGCTGCTGCTTCTGCTGGTTGGGGGAGCGTTCCTGGGTGCCTGTGTGGCTGGGTCT 
GATGAGCCTGGCCCAGAGGGCCTCACCTCCACCTCCCTGCTAGACCTCCTGCTGCCCACTGGC 
TTGGAGCCACTGGACTCAGAGGAGCCTAGTGAGACCATGGGCCTGGGAGCTGGGCTGGGAGCC 
TCTGGCTCAGGCTTCCCCAGCGAAGAGAATGAAGAGTCTCGGATTCTGCAGCCACCACAGTAC 
TTCTGGGAAGAGGAGGAAGAGCTGAATGACTCAAGTCTGGACCTGGGACCCACTGCAGATTAT 
GTTTTTCCTGACTTAACTGAGAAGGCAGGTTCCATTGAAGACACTAGCCAGGCTC7\AGAGCTG 
CCAAACCTCCCCTCTCCCTTGCCCAAGATGAATCTGGTTGAGCCTCCCTGGCATATGCCTCCC 
AGAGAGGAGGAAGAAGAGGAAGAGGAAGAGGAGGAGAGGGAGAAGGAAGAGGTAGAGAAACAA 
GAGGAGGAGGAAGAGGAGGAGCTGCTCCCTGTGAATGGATCCCAAGAAGAAGCCAAGCCTCAG 
GTCCGTGACTTTTCTCTCACCAGCAGCAGCCAGACCCCAGGGGCCACCAAAAGCAGGCATGAA 
GACTCCGGGGACCAGGCCTCATCAGGTGTGGAGGTGGAGAGCAGCATGGGGCCCAGCTTGCTG 
CTGCCTTCAGTCACCCCAACTACAGTGACTCCGGGGGACCAGGACTCCACCAGCC7y\GAGGCA 
GAGGCCACAGTGCTGCCAGCTGCAGGGCTTGGGGTAGAGTTCGAGGCTCCTCAGGAAGCAAGC 
GAGGAAGCCACTGCAGGAGCAGCTGGTTTGTCTGGCCAGCACGAGGAGGTGCCGGCCTTGCCT 
TCATTCCCTC7\AACCACAGCTCCCAGTGGGGCCGAGCACCCAGATGAAGATCCCCTTGGCTCT 
AGAACCTCAGCCTCTTCCCCACTGGCCCCTGGAGACATGGAACTGACACCTTCCTCTGCTACC 
TTGGGACAAGAAGATCTCAACCAGCAGCTCCTAGAAGGGCAGGCAGCTGAAGCTCAATCCAGG 
ATACCCTGGGATTCTACGCAGGTGATCTGCAAGGACTGGAGCAATCTGGCTGGGAAAAACTAC 
ATCATTCTGAACATGACAGAGAACATAGACTGTGAGGTGTTCCGGCAGCACCGGGGGCCACAG 
CTCCTGGCCCTGGTGGAAGAGGTGCTGCCCCGCCATGGCAGTGGCCACCATGGGGCCTGGCAC 
ATCTCTCTGAGCAAGCCCAGCGAGAAGGAGCAGCACCTTCTCATGACACTGGTGGGCGAGCAG 
GGGGTGGTGCCCACTCAAGATGTCCTTTCCATGCTGGGTGACATCCGCAGGAGCCTGGAGGAG 
ATTGGCATCCAGAACTATTCCACAACCAGCAGCTGCCAGGCGCGGGCCAGCCAGGTGCGCAGC 
GACTACGGCACGCTCTTCGTGGTGCTGGTGGTCATTGGGGCCATCTGCATCATCATCATTGCG 
CTTGGCCTGCTCTACAACTGCTGGCAGCGCCGGCTGCCCAAGCTCAAGCACGTGTCGCACGGC 
GAGGAGCTGCGCTTCGTGGAGAACGGCTGCCACGACAACCCCACGCTGGACGTGGCCAGCGAC 
AGCCAGTCGGAGATGCAGGAGAAGCACCCCAGCCTGAACGGCGGCGGGGCCCTCAACGGCCCG 
GGGAGCTGGGGGGCGCTCATGGGGGGCAAGCGGGACCCCGAGGACTCGGACGTGTTCGAGGAG 
GACACGCACCTGTGAGCGCAGCCGAGGCGCAGGCCGAGTGGGCCGCCAGGACCAAGCGAGGTG 
GACCCCGAAACGGACGGCCCGGAGCCCGCACCAGCCCCGCGCCTACCCGGGCCGCCCCCGCGG 
CCTGGCCCTCGGCGCGGGCTCCTTCCCGCTTCCCCCGACTTCACACGGCGGCTTCGGACCAAC 
TCCCTCACTCCCGCCCGAGGGGCAGGCCTCAAAGCCCGCCTTGGCCCCGCTTTCCCGCCCCTG 
AACCCCGGCCCCGCGGGCGGCGGGCGGCGCTTCCTGCGCCCCGGGACTCAATTAAACCCGCCC 
GGAGACCACGCCGGGCCCAGCAAAA 
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FIGURE 160 

MGRLLRAARLPPLLSPLLLLLVGGAFLGACVAGSDEPGPEGLTSTSLLDLLLPTGLEPLDSEE 
PSETMGLGAGLGASGSGFPSEENEESRILQPPQYFWEEEEELNDSSLDLGPTADYVFPDLTEK 
AGSIEDTSQAQELPNLPSPLPKMNLVEPPWHMPPREEEEEEEEEEEREKEEVEKQEEEEEEEL 
LPVNGSQEEAKPQVRDFSLTSSSQTPGATKSRHEDSGDQASSGVEVESSMGPSLLLPSVTPTT 
VTPGDQDSTSQEAEATVLPAAGLGVEFEAPQEASEEATAGAAGLSGQHEEVPALPSFPQTTAP 
SGAEHPDEDPLGSRTSASSPLAPGDMELTPSSATLGQEDLNQQLLEGQAAEAQSRIPWDSTQV 
ICKDWSNLAGKNYIILNMTENIDCEVFRQHRGPQLLALVEEVLPRHGSGHHGAWHISLSKPSE 
KEQHLLMTLVGEQGVVPTQDVLSMLGDIRRSLEEIGIQNYSTTSSCQARASQVRSDYGTLFVV 
LVVIGAICIIIIALGLLYNCWQRRLPKLKHVSHGEELRFVENGCHDNPTLDVASDSQSEMQEK 
HPSLNGGGALNGPGSWGALMGGKRDPEDSDVFEEDTHL 

Signal pept:±de: 

amino acids 1-2 9 

Transmembrane domain: 

amino acids 4 99-521 

N-glycosylation s±t.es . 

amino acids 106-110, 193-197, 395-399, 480-484 

Glycosaminoglycan a^'tachmen't sx^te . 

amino acids 77-81 

N-myris^oyla'blon sites . 

amino acids 24-30, 28-34, 41-47, 69-75, 71-77, 73-79, 75-81, 
216-222, 327-333, 455-461, 519-525, 574-580, 581-587, 584-590 

Amidat:ion site. 

amino acids 588-592 
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FIGURE 161 

CCAGGGCGGAGCGCAGCTGCGCCGGGCTTGGGCGCCTGGGGCCGCCGCTCCCCACCGTCGTTT 
TCCCCACCGAGGCCGAGGCGTCCCGGAGTCM6GCCGGCCTGAACTGCGGGGTCTCTATCGCA 
CTGCTAGGGGTTCTGCTGCTGGGTGCGGCGCGCCTGCCGCGCGGGGCAGAAGCTTTTGAGATT 
GCTCTGCCACGAGAAAGCAACATTACAGTTCTCATA/^GCTGGGGACCCCGACTCTGCTGGCA 
AAACCCTGTTACATCGTCATTTCTAAAAGACATATAACCATGTTGTCCATCAAGTCTGGAGAA 
AGAATAGTCTTTACCTTTAGCTGCCAGAGTCCTGAGAATCACTTTGTCATAGAGATCCAGAAA 
AATATTGACTGTATGTCAGGCCCATGTCCTTTTGGGGAGGTTCAGCTTCAGCCCTCGACATCG 
TTGTTGCCTACCCTCAACAGAACTTTCATCTGGGATGTCAAAGCTCATAAGAGCATCGGTTTA 
GAGCTGCAGTTTTCCATCCCTCGCCTGAGGCAGATCGGTCCGGGTGAGAGCTGCCCAGACGGA 
GTCACTCACTCCATCAGCGGCCGAATCGATGCCACCGTGGTCAGGATCGGAACCTTCTGCAGC 
AATGGCACTGTGTCCCGGATC7\AGATGCAAGAAGGAGTGA7\AATGGCCTTACACCTCCCATGG 
TTCCACCCCAGAAATGTCTCCGGCTTCAGCATTGCAAACCGCTCATCTATAAAACGTCTGTGC 
ATCATCGAGTCTGTGTTTGAGGGTGAAGGCTCAGCAACCCTGATGTCTGCCAACTACCCAGAA 
GGCTTCCCTGAGGATGAGCTCATGACGTGGCAGTTTGTCGTTCCTGCACACCTGCGGGCCAGC 
GTCTCCTTCCTCAACTTCAACCTCTCCAACTGTGAGAGGAAGGAGGAGCGGGTTGAATACTAC 
ATCCCGGGCTCCACCACCAACCCCGAGGTGTTCAAGCTGGAGGACAAGCAGCCTGGGAACATG 
GCGGGGAACTTCAACCTCTCTCTGCAAGGCTGTGACCAAGATGCCCAAAGTCCAGGGATCCTC 
CGGCTGCAGTTCCAAGTTTTGGTCCAACATCCACAAAATGAAAGCAGTGAGTGAGCCCCACTT 
TCCTTTTTCTTCCTCCTCCAGCACCTTCGTTGTTTCCTGGGTAGTCTGCCTGGGTGAGGCTCC 
CTTCCTGTTTCTCATCTGTGGCTTCTGAAACACTTAGACTCTGGACCCAGCAAGAGTTTCAGG 
AAGTGGGTTGCTAGGCAGTTAGACAGGCTTGTTGGTG7\ACACCCGGTATGTAGTTCCATTTCA 
GCACAATAAAAAGAAATCTTGCATTCAAGATGCTAAATTGTTTTTAACGAAAA 
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FIGURE 162 

MAGLNCGVSIALLGVLLLGAARLPRGAEAFEIALPRESNITVLIKLGTPTLLAKPCYIVISKR 
HITMLSIKSGERIVFTFSCQSPENHFVIEIQKNIDCMSGPCPFGEVQLQPSTSLLPTLNRTFI 
WDVKAHKSIGLELQFSIPRLRQIGPGESCPDGVTHSISGRIDATVVRIGTFCSNGTVSRIKMQ 
EGVKMALHLPWFHPRNVSGFSIANRSSIKRLCIIESVFEGEGSATLMSANYPEGFPEDELMTW 
QFVVPAHLRASVSFLNFNLSNCERKEERVEYYIPGSTTNPEVFKLEDKQPGNMAGNFNLSLQG 
CDQDAQSPGILRLQFQVLVQHPQNESSE 

Signal pep'tide: 

amino acids 1-29 

N-glycosyla.'txon sites . 

amino acids 39-43, 122-126, 180-184, 205-209, 213-217, 270-274, 
310-314, 339-343 

Tyrosine kinase phosphoxylatilon site. 

amino acids 276-284 

N-myrls'toyla'klon' sites. 

amino acids 3-9, 7-13, 158-164, 175-181, 191-197, 303-309 
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FIGURE 163 

CAACCACACACCTGGGGAATTGCTGGCCTGACTTCTGACCCCTGACTCCTCATACCCTTCCTC 
CAGAGCATGACATTTGACCACCAACTGAAACCTGACCTCTGACCCCAGACCACTGGCCCTTCC 
CCCGCCCTGTGGTGACTTCATAAAGGTTACTAGCTTCTCCCCTGGCCTTGAGACCCACACGAT 
GGCCCTGCTGGCTCTGGCCAGTGCCGTCCCCTCTGCCCTGCTGGCCCTGGCTGTCTTCAGGGT 
GCCCGCCTGGGCCTGTCTCCTCTGCTTCACAACCTACTCTGAGCGCCTCCGCATCTGCCAGAT 
GTTTGTTGGGATGCGGAGCCCCAAGCTTGAAGAGTGTGAGGAGGCCTTCACGGCCGCCTTCCA 
GGGCCTCTCTGACACCGAAATCAGTGAGGAGACCATCCACACTTCATCAGTGTCCTGGGGAAG 
GTGCAGAGGGAGGGCAGGAGAGGCCCAGAGGGTCAGGCTGAGGGACAGACAGAGAGAAACAGT 
CAGAGGAGAAAGGCTCAAAGACCATGAGAACAACAGAGACTTAGGGACAGAGAGACACAGACA 
GGGGAAGACAGCAGGGCAAAGACTCAGAGAGGGGAGGATGGAGAGTCAGAGAGGGGAAGATGG 
AGACTCAGAGAGAGGGGAGGATGGAGACTCAGAGAGAGAGGAAGATGGAGACTCAGAGGGAAA 
GATGGAGACTCAGGAGTATGGAGAGTCAGAGAGGGGAGGATGGACACTCAGGGGAGGATGGAG 
AGTCAGGAGGATGGAGACTCATAGAAAGGGGAGGATGGAGAGTCAGGAGAGGTTGGAGACTGG 
AGAGGGAATAGAGACCCAGAAAGGGGAGGATGGAGACTCAGAGGGTGGAAGATGGAGACTCAA 
AGAGGATGGAAACCCAGAGAGAGGAGGACAGAGATGAGGCAGAGACTAGGGGAAGCAGGATAG 
CGACTGGTCGGGGGCAGAGACTCAGGGAGGATAGAGACTCACAGAGAGGTGAGGATAGAGACT 
TGGGAGGGACTCAGGAAGCATAGCGACTGTGGGGCAAAGAGTCAGAGAGGGGAGGATACAGAC 
TTGGGAGGGCAGAGACTCAGAAACAGAATGTTCGCATTAGGGACATGGTGTTGCGGGGAGCTG 
CCTCCCCCAGCCCCTGCTCCCTCCCTCACCGCCAGACTATGATGAGAGAAGCCACCTGCATGA 
CACCTTCACCCAGATGACCCATGCCCTGCAGGAGCTGGCTGCTGCCCAGGGATCCTTTGAGGT 
TGCCTTCCCTGATGCTGCAGAGAAAATG7^GAAGGTCATTACACAGCTTAAAGi\AGCCCAGGC 
TTGCATCCCTCCCTGCGGTCTCCAGGAGTTCGCCCGGCGTTTCCTCTGCAGCGGGTGCTACTC 
TAGGGTCTGCGACCTCCCGCTGGACTGCCCAGTTCAGGATGTGACAGTGACTCGGGGCGACCA 
GGCTATGTTTTCTTGCATCGTAAACTTCCAGCTGCCAAAGGAGGAGATCACCTATTCCTGGAA 
GTTCGCAGGAGGAGGTCTCCGGACTCAGGACTTGTCCTATTTCCGAGATATGCCGCGGGCCGA 
AGGATACCTGGCGCGGATCCGGCCGGCTCAGCTCACGCACCGCGGGACGTTCTCCTGCGTGAT 
CAAGC2\AGACCAGCGCCCCCTGGCCCGGCTCTACTTCTTTCTTAACGTCCTCGGGGCCCTCGC 
ATCAGCGAGTGCGACAGTGTTGGCGTGGTGAGTTCTGGGGACTCCGGAGCCCCAGCATCTAGC 
TCCCCGCTGTCTCAGATCCCACCGAGAAGTCTGGGTTCCCAGCAACCTCCAACCCAGGAGGAT 
GTTCTTTCGATGGTACTGCAGTGGCAACTAACAAAGGTATCTTTCCTCCTTCCCTATCCTATT 
TCCATCCTGAAAATA7\AGAATATATTTCAACTCTAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAA 
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FIGURE 164 

MALLALASAVPSALLALAVFRVPAWACLLCFTTYSERLRICQMFVGMRSPKLEECEEAFTAAF 
QGLSDTEISEETIHTSSVSWGRCRGRAGEAQRVRLRDRQRETVRGERLKDHENNRDLGTERHR 
QGKTAGQRLREGRMESQRGEDGDSERGEDGDSEREEDGDSEGKMETQEYGESERGGWTLRGGW 
RVRRMETHRKGRMESQERLETGEGIETQKGEDGDSEGGRWRLKEDGNPERGGQR 

Signal pep-bide: 

amino acids 1-26 

N-myrls'toyla'tlon site . 

amino acids 65-71 
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FIGURE 165 

CAGAATCGCAGATTGCCAGCCCTTTTCCCGACCCCTACGGAAAGACGAGTCCAGGGGCCGTCC 
TGGCGAGGTCAAAACATTTAGTCTGGTCTTTTCAGCGTGGACCCTGCCAGCAGCCAGGCCATG 
GAGCTCTCTGATGTCACCCTCATTGAGGGTGTGGGTAATGAGGTGATGGTGGTGGCAGGTGTG 
GTGGTGCTGATTCTAGCCTTGGTCCTAGCTTGGCTCTCTACCTACGTAGCAGACAGCGGTAGC 
AACCAGCTCCTGGGCGCTATTGTGTCAGCAGGCGACACATCCGTCCTCCACCTGGGGCATGTG 
GACCACCTGGTGGCAGGCCAAGGCAACCCCGAGCCAACTGAACTCCCCCATCCATCAGAGGGT 
AATGATGAGAAGGCTGAAGAGGCGGGTGAAGGTCGGGGAGACTCCACTGGGGAGGCTGGAGCT 
GGGGGTGGTGTTGAGCCCAGCCTTGAGCATCTCCTTGACATCCAAGGCCTGCCCAAAAGACAA 
GCAGGTGCAGGCAGCAGCAGTCCAGAGGCCCCCCTGAGATCTGAGGATAGCACCTGCCTCCCT 
CCCAGCCCTGGCCTCATCACTGTGCGGCTCAAATTCCTCAATGATACCGAGGAGCTGGCTGTG 
GCTAGGCCAGAGGATACCGTGGGTGCCCTGAAGAGCAAATACTTCCCTGGACAAGAAAGCCAG 
ATGAAACTGATCTACCAGGGCCGCCTGCTACAAGACCCAGCCCGCACACTGCGTTCTCTGAAC 
ATTACCGACAACTGTGTGATTCACTGCCACCGCTCACCCCCAGGGTCAGCTGTTCCAGGCCCC 
TCAGCCTCCTTGGCCCCCTCGGCCACTGAGCCACCCAGCCTTGGTGTCAATGTGGGCAGCCTC 
ATGGTGCCTGTCTTTGTGGTGCTGTTGGGTGTGGTCTGGTACTTCCGAATCAATTACCGCCAA 
TTCTTCACAGCACCTGCCACTGTCTCCCTGGTGGGAGTCACCGTCTTCTTCAGCTTCCTAGTA 
TTTGGGATGTATGGACGATAAGGACATAGGAAGAAAATGAAAGGCATGGTCTTTCTCCTTTAT 
GGCCTCCCCACTTTTCCTGGCCAGAGCTGGGCCCAAGGGCCGGGGAGGGAGGGGTGGAAAGGA 
TGTGATGGAAATCTCCTCCATAGGACACAGGAGGCAAGTATGCGGCCTCCCCTTCTCATCCAC 
AGGAGTACAGATGTCCCTCCCGTGCGAGCACAACTCAGGTAGT^AATGAGGATGTCATCTTCCT 
TCACTTTTAGGGTCCTCTGAAGGAGTTCAAAGCTGCTGGCCAAGCTCAGTGGGGAGCCTGGGC 
TCTGAGATTCCCTCCCACCTGTGGTTCTGACTCTTCCCAGTGTCCTGCATGTCTGCCCCCAGC 
ACCCAGGGCTGCCTGCAAGGGCAGCTCAGCATGGCCCCAGCACAACTCCGTAGGGAGCCTGGA 
GTATCCTTCCATTTCTCAGCCAAATACTCATCTTTTGAGACTGAAATCACACTGGCGGGAATG 
AAGATTGTGCCAGCCTTCTCTTATGGGCACCTAGCCGCCTTCACCTTCTTCCTCTACCCCTTA 
GCAGGAATAGGGTGTCCTCCCTTCTTTCAAAGCACTTTGCTTGCATTTTATTTTATTTTTTTA 
AGAGTCCTTCATAGAGCTCAGTCAGGAAGGGGATGGGGCACCAAGCCAAGCCCCCAGCATTGG 
GAGCGGCCAGGCCACAGCTGCTGCTCCCGTAGTCCTCAGGCTGTAAGCAAGAGACAGCACTGG 
CCCTTGGCCAGCGTCCTACCCTGCCCAACTCCAAGGACTGGGTATGGATCGCTGGGCCCTAGG 
CTCTTGCTTCTGGGGCTATTGGAGGGTCAGTGTCTGTGACTGAATAAAGTTCCATTTTGTGGA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 166 

MELSDVTLIEGVGNEVMVVAGVVVLILALVLAWLSTYVADSGSNQLLGAIVSAGDTSVLHLGH 
VDHLVAGQGNPEPTELPHPSEGNDEECAEEAGEGRGDSTGEAGAGGGVEPSLEHLLDIQGLPKR 
QAGAGSSSPEAPLRSEDSTCLPPSPGLITVRLKFLNDTEELAVARPEDTVGALKSKYFPGQES 
QMKLIYQGRLLQDPARTLRSLNITDNCVIHCHRSPPGSAVPGPSASLAPSATEPPSLGVNVGS 
LMVPVFVVLLGVVWYFRINYRQFFTAPATVSLVGVTVFFSFLVFGMYGR 

Signal pep-tlde: 

amino acids 1-36 

Transmembrane domains : 

amino acids 246-267, 275-301 

N-glycosyla'bxon sxtes . 

amino acids 162-166, 211-215 

N-myris'toyla'tion s±t:es . 

amino acids 48-54, 105-111, 109-115, 129-135, 177-183, 247-253 

Cell a1:1:achment sequence. 

amino acids 97-100 
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FIGURE 167 

GGCGGCTGTGTGTCGCCGGAGCCGAAGCGCGCAGGCCCGTCCCGGTGGCCGGGGAGCGGGCGGGTGGGGGCGCCA 

TGTGGTTCATGTACCTGCTGAGCTGGCTGTCGCTCTTCATCCAGGTGGCCTTCATCACGCTGGCTGTCGCGGCTG 

GACTCTATTACCTGGCAGAACTGATAGAAGAATACACAGTGGCCACCAGCAGGATCAT7VAAATACATGATCTGGT 

TCTCCACCGCTGTACTGATTGGCCTCTACGTCTTTGAGCGCTTCCCCACCAGCATGATTGGAGTGGGCCTATTCA 

CCAACCTCGTCTACTTTGGCCTCCTCCAGACCTTCCCCTTCATCATGCTGACCTCGCCTAACTTCATCCTGTCGT 

GTGGACTAGTGGTGGTGAATCATTACCTAGCATTTCAGTTTTTTGCAGAAGAATATTATCCCTTCTCAGAGGTCC 

TGGCCTATTTCACTTTCTGCCTGTGGATAATTCCGTTTGCGTTTTTTGTGTCACTTTCGGCCGGGGAGAACGTCC 

TGCCCTCTACCATGCAGCCAGGAGATGATGTCGTCTCCAATTATTTCACCAAAGGCAAGCGGGGCAAACGCTTAG 

GGATCCTGGTTGTCTTCTCCTTCATCAAAGAGGCCATTCTACCCAGTCGTCAGAAGATATACTGACCCCCATGCA 

GGCAGGATGTGGGGGGCAAGATCAGGAGAGTCAGGCCCCTGGGCCTCTATGCCAGGTGGGGACCAGAAGTCGGGA 

AGGCACCTACCACCTGCCCTGGCTTTCTTCCCCTCAACTCTGGAGCCCCATCCCCACCCTCCTTGGGGGGCTCAG 

CTTGGCTCAGATCTGATGCTTCAAGAGGCTGTAACCTCAGAGGGCACCAAGGAGGGTGGCAGAGCCTGCTTAGCC 

AGGAGGCCGAGGTCCCTCAGTCCTCCCCTGTCCCTTCCAAGGTGGGTCAGGAGGTTCTGGCCCCGCTUGL.GCAGG 

CAGGGCAGGGTCTGTGAAGCTTAAGAGCAGATGGTGACAAGTTCTCTGGGCAGGTGGCCATGGGGAGGGGCCATG 

GCTTGGCATGTCCAACAGAAATAGTTTTTGCTGTTG7VACGGTGATTTCTGTCCAAGTGCAGATTTCCGTTTGAAT . 

AAAGCTTCGCTTCTAGGTGGCACTGTTTGCCTTAATACCCTGACAGTTCATCTTCCTTTCTTCCTGCTAACCTTC 

TGCTCTGGACTGGACTCACTTTTCTGCTCCAGGGACTCCTTTTCTGGGTTTGGGTCTTGCCCTTCCCAAGGGACT 

GTTCTTGTGGCCCTTAATGGGAAGGGGGCAGGGGTGAGGAGCTGAGCCTGCTCAAGGAGTGGGAAGTGGGGCTAT 

AGGCAGCCTCTCTGATGCACTCTCTTCCATCTCTTTCCCCAAGGCTCCGTGACTGTCAAACTGGGAGTAGGAGAG 

GGGACAATTTAGGACTGGGCTAGATTTTCAGAAGAACATCTACAATATCCTATTTATAAATCTTCCTCTGGGAAA 

AGGAGTGGTTTCTGGCTGAATACTATCTTAGGCTCAAGGAGAAACAAAATAAAAATTAGCTTCCAGGCAGCCTGT 

TTTTAAAGAAATGGGACTAATGGGAGAAGCTGTTTGTCACTCTAAGAGCATCCAAGCCCTGGCCCGTCTGTGCAC 

TCTTGGCTCCTGGGGAGATATATCTGCCTTCTAAGAAGGCAGGCCAGGTCTTGGGCACAGACCTGCATTTGTTGA 

CCTTGCACTCCAACTATAGTGCCTTGCAAGTGCTCAACAGTACATATTGGAATGAAGTCCCTATGAGAGCCATTT 

CTGGCCATGTTCTATACCTCAAAGTGAGGCTGGCAGGTACAGAGATGAACTGTACACATGTGATACATTTAAGCC 

ACTGGAAAAACCCCTGTGCTTGAAAATATTTCCTCTATATCATGCCTGGAGTTCCATCATAGCCCTTCATTTCCT 

TGGCTTTAGCATTTACCTTCTCTTAAGAATACCAGCTTTCCCCTTTCCCTGAGAGGAAGAGCACATGTTGGTCTC 

CTCTTAGTGTGAACGAGATTGCCAGGCCCTTTTCTCCTATGCACACCAGGATAGACAAGGCAGGGGATACTGGCA 

GCCTGCATCATCCTCCCATTGGGCTGACAGCTGGCCCTACTTTCCTCCCTCTGCTGCTTGGTCCCTCACCTTGAT 

GATGTGGCTTCGCCCCCTCCACTCTACTGCCAGTGTTCTCCCAGGGGTTGCTAAATCCAGCAGACCCCTTTCCTG 

TCTTACTAGATCTGGGCAGCATTTGACATGGCTGATCACCCCTTGCTTCTTGGATGGCACTTCCCTGGCACCTCT 

GTGGCTAGTTGTCCTACCTCCCTGGCTGTTCCTTTCAGGCTTCCGTGCAGGCTTCTCCACTTGCCCATGCACAGT 

AGGGTCTTTCAGGGTTCTGCTGTGGGCTCCCTAGGGAAGCCCATCCATCTGGATGGTTTCAAGGATGGTGAGGAA 

TTTAGAGTTGACCTCCAGCCCCAACATCCTTCCTGATCACCTGAACCACAGTTTTGCTGCCCTCTAGGTGCACAG 

ACAATTCAGGTCCATGGCCCAGATGGTACTTGCTGTCTTCTGCAAACCTGCCCCTTCTGGGTACTTCCCTTGACC 

CCGAGATCACTCAGGAGCCAGACAGGAAACTTATTCTATTCCTGTTTTCTCTTTCTGCCCACCACATCCAATCTC 

TCAAAACGGTCAGGTCTACCTTAACATCTCTTGATTTGAGCCACTCCCACTGTCATCAGCTTTCACCTGGATTAT 

CGTGACAGCCTCCTACTGCTTCTCTATCATGTGGCCAGAGCTATCTTCCTAAAATGCATTGCATAGTTGATCAAG 

TCACTCTCTGGCCTAAAACCTTCCTTGGCTCCCTGCTGCCCTCAGGATAAAGTCTGGACCCCTCAGCATGGCTTG 

TGAGACTCATGGTGTCCTTGTCCCTGCTCACCTCTCTGGTCTCATCACTTGCCTTCTTGCATTCTGGGTCCCAGC 

CTCCTGTATCCAGAGATGCAGTGGCTCTCCATTGCCACTCTGATTCCTCCTTTCTTTTGGTCACAGAGAAAGGGT 

ACTTTCTCTGTCAAATCTCAACTTAGACTTGACTTCCTCCAAGGAGCTTTGGCTATACTCTCTCCTCCCGACCCC 

CACCCTGGCATACTACACAGATCACTCTGGGCTCACTTGCCTGCCTAATGGTCATCTCCCCAGTAGACTGTAAGC 

TCCTTGAGGGCAAGGATTGTGTTGGAATTTTTGTATTAACAGTGCCTGGCTTGGTGCCTGGCACCTAGAAAGCAC 

TCAATAAATGTTTGTTTAATGAA 
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FIGURE 168 

MWFMYLLSWLSLFIQVAFITLAVAAGLYYLAELIEEYTVATSRIIKYMIWFSTAVLIGLYVFE 
RFPTSMIGVGLFTNLVYFGLLQTFPFIMLTSPNFILSCGLVVVNHYLAFQFFAEEYYPFSEVL 
AYFTFCLWIIPFAFFVSLSAGENVLPSTMQPGDDVVSNYFTKGKRGKRLGILWFSFIKEAIL 
PSRQKIY 

Signal pep1:ide: 

amino acids 1-25 

Transm^nbrane domain : 

amino acids 126-14 6 

Casein kxnase IX phosphorylation sltie. 

amino acids 145-148 

N-xnyrls'toylat:lon sl-tes . 

amino acids 73-78, 82-87 

Amldai:lon sites . 

amino acids 168-171, 171-174 

Prokaryot;lc membrane lipoprotein lipid at^techment site. 

amino acids 91-101 
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FIGURE 169 

CAAAGCCCTACCCTCACCATTCACCAGGTCCTGTGGGAAGAGCAGCGTGGAGGTGGGCTGAGG 
TTAGAAGGTGCAGAGCGTGGAAGAAGATTGTGAGCTGAGTATTGGACATCTGTTCTTGAATAG 
TCCCTGGGCCTGCCATAGGAAAGGAAGTTCTCCAGGGTTACAGTTCTTATCCGCGTGAATACA 
CMGGCTCTGTTACGAAAAATTAATCAGGTGCTGCTGTTCCTTCTGATCGTGACCCTCTGTGT 
GATTCTGTATAAGAAAGTTCATAAGGGGACTGTGCCCAAGAATGACGCAGATGATGAATCCGA 
GACTCCTGAAG7\ACTGGAAGAAGAGATTCCTGTGGTGATTTGTGCTGCAGCAGGGAGGATGGG 
TGCCACTATGGCTGCCATCAATAGCATCTACAGCAACACTGACGCCAACATCTTGTTCTATGT 
AGTGGGACTCCGGAATACTCTGACTCGAATACGAi=^AATGGATTGAACATTCC7\AACTGAGAGA 
AATAAACTTTAAAATCGTGGAATTCAACCCGATGGTCCTCAAAGGGAAGATCAGACCAGACTC 
ATCGAGGCCTGAATTGCTCCAGCCTCTGAACTTTGTTCGATTTTATCTCCCTCTACTTATCCA 
CCAACACGAGAAAGTCATCTATTTGGACGATGATGTAATTGTACAAGGTGATATCCAAGAACT 
GTATGACACCACCTTGGCCCTGGGCCACGCGGCGGCTTTCTCAGATGACTGCGATTTGCCCTC 
TGCTCAGGACATAAACAGACTCGTGGGACTTCAGAACACATATATGGGCTATCTGGACTACCG 
GAAGAAGGCCATCAAGGACCTTGGCATCAGCCCCAGCACCTGCTCTTTCAATCCTGGTGTGAT 
TGTTGCCAACATGACAGAATGGAAGCACCAGCGCATCACCAAGCT^TTGGAGAAATGGATGCA 
A/^GAATGTGGAGGAAAACCTCTATAGCAGCTCCCTGGGAGGAGGGGTGGCCACCTCCCCAAT 
GCTGATTGTGTTTCATGGGAAATATTCCACAATTAACCCCCTGTGGCACATAAGGCACCTGGG 
CTGGT^TCCAGATGCCAGATATTCGGAGCATTTTCTGCAGGAAGCTAAATTACTCCACTGGAA 
TGGAAGACATAAACCTTGGGACTTCCCTAGTGTTCACAACGACTTATGGGAAAGCTGGTTTGT 
TCCTGACCCTGCAGGGATATTTAAACTCAATCACCATAGC TGA TAT7VACTCTACCCTTAAAAT 
ATTCCCTGTATAGAAATGTGGAATTGTCCCTTTGTAGCCAACTATAACATTGTTCTTTATGAA 
TATTACCTTTGATACATATGATCCACAATATAAAAACCAAAAACTACTGTGTGCAAATTATAC 
CTTGGACCATATAGGCATTGATTAACTTCTTTAAGTACATGTGATAACTATGGAAATCAAGAT 
TATGTGACTGAAAAACAT7y=^GGAAGAGACCCATCTAGATAACAGC7\ATCAACCTGCTTAATT 
CTGAATGACAATTATATCCACAAATTTTTAAAACTTCTACATGTATTTTTCACATGAAGATCT 
CCTTAACAGGTTGCCAACCTTTTCTTTTATAAAACTATTACATTTAAAATATGGACGTCTGAA 
AAATA7W\TATTCATCATTTTTAAAA 
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FIGURE 170 

MALLRKINQVLLFLLIVTLCVILYKKVHKGTVPKNDADDESETPEELEEEIPVVICAAAGRMG 
ATMAAINSIYSNTDANILFYVVGLRNTLTRIRKWIEHSKLREINFKIVEFNPMVLKGKIRPDS 
SRPELLQPLNFVRFYLPLLIHQHEKVIYLDDDVIVQGDIQELYDTTLALGHAAAFSDDCDLPS 
AQDINRLVGLQNTYMGYLDYRKKAIKDLGISPSTCSFNPGVIVANMTEWKHQRITKQLEKWMQ 
KNVEENLYSSSLGGGVATSPMLIVFHGKYSTINPLWHIRHLGWNPDARYSEHFLQEAKLLHWN 
GRHKPWDFPSVHNDLWESWFVPDPAGIFKLNHHS 

Signal peptilde: 

amino acids 1-20 

N-glycosyla'txon site . 

amino acids 234-238 

Tyrosine kinase pliosp]iorylat:lon slt:e. 

amino acids 253-261 

N-myrlstoylatlon slbes . 

amino acids 63-69, 86-92, 198-204, 218-224, 229-235, 265-271, 
266-272 
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FIGURE 171 

GCCAGAGGCTGCAGCTGGAGCCCAGAGCCC7\AGATGGAGCCCCAGCTGGGGCCTGAGGCTGCC 
GCCCTCCGCCCTGGCTGGCTGGCCCTGCTGCTGTGGGTCTCAGCCCTGAGCTGTTCTTTCTCC 
TTGCCAGCTTCTTCCCTTTCTTCTCTGGTGCCCCAAGTCAGAACCAGCTACAATTTTGGT^AGG 
ACTTTCCTCGGTCTTGATAAATGCAATGCCTGCATCGGGACATCTATTTGCAAGAAGTTCTTT 
AAAGAAGAAATAAGATCTGACAACTGGCTGGCTTCCCACCTTGGACTGCCTCCCGATTCCTTG 
CTTTCTTATCCTGCAAATTACTCAGATGATTCCAAAATCTGGCGCCCTGTGGAGATCTTTAGA 
CTGGTCAGCAAATATCA7\AACGAGATCTCAGACAGGAGAATCTGTGCCTCTGCATCAGCCCCA 
AAGACCTGCAGCATTGAGCGTGTCCTGCGGAAAACAGAGAGGTTCCAGAAATGGCTGCAGGCC 
AAGCGCCTCACGCCGGACCTGGTGCAGGACTGTCACCAGGGCCAGAGAGAACTAAAGTTCCTG 
TGTATGCTGAGATAACACCAGTGAAAAAGCCTGGCATGGAGCCCAGCACTGAGAACTTCCAGA 
AAGTGTTAGCCTTCTCCCAACTGTGTTATACCAACCACATTTTCAAATAGTAATCATTAAAGA 
GGCTTCTGCATCAAA7W\AAAAAAAAA7\AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 172 

MEPQLGPEAAALRPGWLALLLWVSALSCSFSLPASSLSSLVPQVRTSYNFGRTFLGLDKCNAC 
IGTSICKKFFKEEIRSDNWLASHLGLPPDSLLSYPANYSDDSKIWRPVEIFRLVSKYQNEISD 
RRICASASAPKTCSIERVLRKTERFQKWLQAKRLTPDLVQDCHQGQRELKFLCMLR 

Signal pepi:lde: 

amino acids 1-28— 

N-glycosylatxon sl'te . 

amino acids 100-103 

cAMP- and cGMP-dependent protein kinase phosphorylation sii:e. 

amino acids 158-161 

N-myris'toyla'bion sites . 

amino acids 56-61, 65-70 

Prokaryotiic membrane lipoprotein lipid atte^chmeni: site. 

amino acids 18-28 

Prenyl group binding site (CAAX box) . 

amino acids 179-182 

Leucine zipper pat:tern« 

amino acids 5-26 
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FIGURE 173 

GCTGGACTGCTCGCTGGCCGGCAGCGCACCGTTTTGAAGGTCCTAGCCCACCTGGGCTGGCTC 
ACGCGCACGACTAGCCGCTCCCATACAGCACGCCCGGACTCTGTCGTCGCTTAAGGCCACTCC 
TATTCTACGGCTGACCCCTGGTGGTCACGTGGATCTGTTCGCCACGCAAGTCTGGGTCCTTCG 
GCGATTGACCGGGGTCCTTGCTGTTCGGGAGCCTCTCCTAAGCTGCCTGTTCGCGCGAGAGTT 
TGGAGGGGCGGGTTTGGGGTCGGTGTCTGATTGGGGCTCGCACCGCAGCACGCTGGAGTCCCG 
CTTAGGTACCAGTTAGCGTCAGGGGAGCTGGGTCAGGCGGTCGCCGGGACACCCCGTGTGTGG 
CAGGCGGCGAAGCGCTCTGGAGAATCCCGGACAGCCCTGCTCCCTGCAGCCAGGTGTAGTTTC 
GGGAGCCACTGGGGCCAAAGTGAGAGTCCAGCGGTCTTCCAGCGCTTGGGCCACGGCGGCGGC 
CCTGGGAGCAGAGGTGGAGCGACCCCATTACGCTAAAGATGAAAGGCTGGGGTTGGCTGGCCC 
TGCTTCTGGGGGCCCTGCTGGGAACCGCCTGGGCTCGGAGGAGCCAGGATCTCCACTGTGGAG 
CATGCAGGGCTCTGGTGGATGAACTAGAATGGGAAATTGCCCAGGTGGACCCCAAGAAGACCA 
TTCAGATGGGATCTTTCCGGATCAATCCAGATGGCAGCCAGTCAGTGGTGGAGGTGCCTTATG 
CCCGCTCAGAGGCCCACCTCACAGAGCTGCTGGAGGAGATATGTGACCGGATGAAGGAGTATG 
GGGT^CAGATTGATCCTTCCACCCATCGCAAGAACTACGTACGTGTAGTGGGCCGGAATGGAG 
AATCCAGTGAACTGGACCTACAAGGCATCCGAATCGACTCAGATATTAGCGGCACCCTCAAGT 
TTGCGTGTGAGAGCATTGTGGAGGAATACGAGGATGAACTCATTGAATTCTTTTCCCGAGAGG 
CTGACAATGTTAAAGACAAACTTTGCAGTAAGCGAACAGATCTTTGTGACCATGCCCTGCACA 
TATCGCATGATGAGCTATGAACCACTGGAGCAGCCCACACTGGCTTGATGGATCACCCCCAGG 
AGGGGAAAATGGTGGCAATGCCTTTTATATATTATGTTTTTACTGAAATTAACTGAAAAAATA 
TGAAACCAAAAGT 
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FIGURE 174 

MKGWGWLALLLGALLGTAWARRSQDLHCGACRALVDELEWEIAQVDPKKTIQMGSFRINPDGS 
QSWEVPYARSEAHLTELLEEICDRMKEYGEQIDPSTHRKNYVRVVGRNGESSELDLQGIRID 
SDISGTLKFACESIVEEYEDELIEFFSREADNVKDKLCSKRTDLCDHALHISHDEL 

Signal pepbxde: 

amino acids 1-20 

N-myrlsi:oylai:±oxi sxbes. 

amino acids 12-18, 16-22, 29-35 

Endoplasmic re'ticulum -targelzxng secjuence. 

amino acids 179-184 
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FIGURE 175 

CGCAGCGCGGCAGTCCTGATGGCCCGGCATGGGTTACCGCTGCTGCCCCTGCTGTCGCTCCTG 
GTCGGCGCGTGGCTCAAGCTAGGAAATGGACAGGCTACTAGCATGGTCCAACTGCAGGGTGGG 
AGATTCCTGATGGGi\ACAAATTCTCCAGACAGCAGAGATGGTGAAGGGCCTGTGCGGGAGGCG 
ACAGTGAAACCCTTTGCCATCGACATATTTCCTGTCACCAACAAAGATTTCAGGGATTTTGTC 
AGGGAGAAAAAGTATCGGACAGAAGCTGAGATGTTTGGATGGAGCTTTGTCTTTGAGGACTTT 
GTCTCTGATGAGCTGAGAAACAAAGCCACCCAGCCAATGAAGTCTGTACTCTGGTGGCTTCCA 
GTGGAAAAGGCATTTTGGAGGCAGCCTGCAGGTCCTGGCTCTGGCATCCGAGAGAGACTGGAG 
CACCCAGTGTTACACGTGAGCTGGAATGACGCCCGTGCCTACTGTGCTTGGCGGGGAAAACGA 
CTGCCCACGGAGGAAGAGTGGGAGTTTGCCGCCCGAGGGGGCTTGAAGGGTC/y^GTTTACCCA 
TGGGGGAACTGGTTCCAGCCAAACCGCACCAACCTGTGGCAGGGAAAGTTCCCCAAGGGAGAC 
AAAGCTGAGGATGGCTTCCATGGAGTCTCCCCAGTGAATGCTTTCCCCGCCCAGAACAACTAC 
GGGCTCTATGACCTCCTGGGGAACGTGTGGGAGTGGACAGCATCACCGTACCAGGCTGCTGAG 
CAGGACATGCGCGTCCTCCGGGGGGCATCCTGGATCGACACAGCTGATGGCTCTGCCAATCAC 
CGGGCCCGGGTCACCACCAGGATGGGCAACACTCCAGATTCAGCCTCAGACAACCTCGGTTTC 
CGCTGTGCTGCAGACGCAGGCCGGCCGCCAGGGGAGCTGTAAGCAGCCGGGTGGTGAC7\AGGA 
- GAAAAGCCTTCTAGGGTCACTGTCATTCCCTGGCCATGTTGCAAACAGCGCAATTCCAAGCTC 
GAGAGCTTCAGCCTCAGGAAAGAACTTCCCCTTCCCTGTCTCCCATCCCTCTGTGGCAGGCGC 
CTCTCACCAGGGCAGGAGAGGACTCAGCCTCCTGTGTTTTGGAGAAGGGGCCCAATGTGTGTT 
GACGATGGCTGGGGGCCAGGTGTTTCTGTTAGAGGCCAAGTATTATTGACACAGGATTGCAAA 
CACACT^AACAGTTGGAACAGAGCACTCTGAAAGGCCATTTTTTAAGCATTTTAAAATCTATTC 
TCTCCCCCTTTCTCCCTGGATGATTCAGGAAGCTGACATTGTTTCCTCAAGGCAGAATTTTCC 
TGGTTCTGTTTTCTCAGCCAGTTGCTGTGGAAGGAGAATGCTTTCTTTGTGGCCTCATCTGTG 
GTTTCGTGTCCCTCTGAAGGAAACTAGTTTCCACTGTGTAACAGGCAGACATGTAACTATTTA 
AAGCACAGTTCAGTCCT7\AAAGGGTCTGGGAGAACCAGATGATGTACTAGGTGAAGCATTGCA 
TTGTGGGAATCACAAAGCAAATAGTACTCCAGAAAGACAAATATCAGT^GCTTCCTATTCTTT 
TTTTTTTTTTTTTTTTTTTTTTGAGACAGGGTCTTTCTCTGTTGCCCAGGCTAGAGTGCACTG 
GTGATCACGGCTCACTCTAGCCTTGAATTCCTGGGCCCAAGCAATTCTCCCACCTCAGCCTCC 
TGAGTAGCTGGGACTACAAGTGTGCACCACCATGCCTGGCTAATTTTTTGAATTTTTGTAGTG 
ATGGGATCTCGCTCTGTTGCCCAGGGTGGTCTCGAACTCCTGGCCTCAAGCGATCCTCCCACC 
TCGACCTCCCAAAGTGCTGGGATTACAGGTGTGAGCCACCTCGCCTGGGCCCCCTTCTCCATA 
TGCCTCCAAAAACATGTCCCTGGAGAGTAGCCTGCTCCCACACTGTCACTGGATGTCATGGGG 
CCAATAAAATCTCCTGCAATTGTGTATCTCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
T^AAAAAAAAAA 
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FIGURE 176 

MARHGLPLLPLLSLLVGAWLKLGNGQATSMVQLQGGRFLMGTNSPDSRDGEGPVREATVKPFA 
IDIFPVTNKDFRDFVREKKYRTEAEMFGWSFVFEDFVSDELRNKATQPMKSVLWWLPVEKAFW 
RQPAGPGSGIRERLEHPVLHVSWNDARAYCAWRGKRLPTEEEWEFAARGGLKGQVYPWGNWFQ 
PNRTNLWQGKFPKGDKAEDGFHGVSPVNAFPAQNNYGLYDLLGNVWEWTASPYQAAEQDMRVL 
RGASWIDTADGSANHRARVTTRMGNTPDSASDNLGFRCAADAGRPPGEL 

SxgnaJL pept:±de: 
amino acids 1-20 

N-glycosyla1:ion site . 

amino acids 191-195 

N-myristoylatlon sxbes . 

amino acids 23-29, 25-31, 175-181 

Amida'txon site. 

amino acids 159-163 
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FIGURE 177 

GCCTTCTCGCGCCTGACCATGCACCCCTGCATCTTCCTGCTGGGCCACAGGCGAGCGCTTTAT 
TTCTGGAGCTGAGGGCTAAAACTTTTTTGACTTTTCTTCTCCTCAACATCTGAATCA3ESCCAT 
GTGCCCAGAGGAGCTGGCTTGCAAACCTTTCCGTGGTGGCTCAGCTCCTTAACTTTGGGGCGC 
TTTGCTATGGGAGACAGCCTCAGCCAGGCCCGGTTCGCTTCCCGGACAGGAGGCAAGAGCATT 
TTATCAAGGGCCTGCCAGAATACCACGTGGTGGGTCCAGTCCGAGTAGATGCCAGTGGGCATT 
TTTTGTCATATGGCTTGCACTATCCCATCACGAGCAGCAGGAGGAAGAGAGATTTGGATGGCT 
CAGAGGACTGGGTGTACTACAGAATTTCTCACGAGGAGAAGGACCTGTTTTTTT^ACTTGACGG 
TCAATCAAGGATTTCTTTCCAATAGCTACATCATGGAGAAGAGATATGGGAACCTCTCCCATG 
TTAAGATGATGGCTTCCTCTGCCCCCCTCTGCCATCTCAGTGGCACGGTTCTACAGCAGGGCA 
CCAGAGTTGGGACGGCAGCCCTCAGTGCCTGCCATGGACTGACTGGATTTTTCCAACTACCAC 
ATGGAGACTTTTTCATTGAACCCGTGAAGAAGCATCCACTGGTTGAGGGAGGGTACCACCCGC 
ACATCGTTTACAGGAGGCAGAAAGTTCCAGAAACCAAGGAGCCAACCTGTGGATTAAAGGGTA 
TTGTGACTCACATGTCCTCCTGGGTTGAAGAATCTGTTTTGTTCTTTTGGTAGTTTTATTAAA 
ACATGACCTATTCTTACTC7U\GTCTCTTATCTCCTCTGTATTCTTTTTTTTTTAATATCTTCA 
TGACATTCAAATCTCTTCTGTATTCTCTTGCCAGAAAGTGTACATTCTTTTTGCTTGTATAAA 
CCCTTTCACTTGTC 
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FIGURE 178 

MPCAQRSWLANLSVVAQLLNFGALCYGRQPQPGPVRFPDRRQEHFIKGLPEYHVVGPVRVDAS 
GHFLSYGLHYPITSSRRKRDLDGSEDWVYYRISHEEKDLFFNLTVNQGFLSNSYIMEKRYGNL 
SHVKMMASSAPLCHLSGTVLQQGTRVGTAALSACHGLTGFFQLPHGDFFIEPVKKHPLVEGGY 
HPHIVYRRQKVPETKEPTCGLKGIVTHMSSWVEESVLFFW 

Signal pep'tide: 

amino acids 1-27 

N-glycosyla'tlon sxtes . 

amino acids 11-15, 105-109, 125-129 

N-myrxsiioyla'tlon s±t:e . 

amino acids 149-155 



BNSCXX^lD: <WO ^0140466A2_L> 



wo 01/40466 



PCT/USOO/32678 



179/550 

FIGURE 179 

CAGATTTAAAAAGAAAACCTTTACTGAATCAGCTGAGTGTTAATAATACGAATTTCCTTTTCT 
TGCCAATTCTGATCTGAACAGAAAATCCAAGAACAGGGATATGTGTGGATTACAGTTTTCTCT 
GCCTTGCCTACGACTGTTTCTGGTTGTTACCTGTTATCTTTTATTATTACTCCACAAAGAAAT 
ACTTGGATGTTCGTCTGTTTGTCAGCTCTGCACTGGGAGACAAATTAACTGCCGTAACTTAGG 
CCTTTCGAGTATTCCTAAGAATTTTCCTGAAAGTACAGTTTTTCTGTATCTGACTGGGAATAA 
TATATCTTATATAAATGAAAGTGAATTAACAGGACTTCATTCTCTTGTAGCATTGTATTTGGA 
TAATTCTAACATTCTGTATGTATATCCAAAAGCCTTTGTTCAATTGAGGCATCTATATTTTCT 
ATTTCTAAATAATAATTTCATCAAACGCTTAGATCCTGGAATATTTAAGGGACTTTTAAATCT 
TCGTAATTTATATTTACAGTATAATCAGGTATCTTTTGTTCCGAGAGGAGTATTTAATGATCT 
AGTTTCAGTTCAGTACTTAAATCTACAAAGGAATCGCCTCACTGTCCTTGGGAGTGGTACCTT 
TGTTGGTATGGTTGCTCTTCGGATACTTGATTTATCAAACAATAACATTTTGAGGATATCAGA 
ATCAGGCTTTCAACATCTTGAAAACCTTGCTTGTTTGTATTTAGGAAGTAATAATTTAACAAA 
AGTACCATCAAATGCCTTTGAAGTACTTAAAAGTCTTAGAAGACTTTCTTTGTCTCATAATCC 
TATTGAAGCAATACAGCCCTTTGCATTTAAAGGACTTGCCAATCTGGAATACCTCCTCCTGAA 
AAATTCAAGAATTAGGAATGTTACTAGGGATGGGTTTAGTGGAATTAATAATCTTAAACATTT 
GATCTTAAGTCATAATGATTTAGAG/y^TTTAAATTCTGACACATTCAGTTTGTTAAAGAATTT 
AATTTACCTTAAGTTAGATAGAi\ACAGAATAATTAGCATTGATAATGATACATTTGAAAATAT 
GGGAGCATCTTTGAAGATCCTTAATCTGTCATTTAATAATCTTACAGCCTTGCATCCAAGGGT 
CCTT7\AGCCGTTGTCTTCATTGATTCATCTTCAGGCAAATTCTAATCCTTGGGAATGTAACTG 
CAAACTTTTGGGCCTTCGAGACTGGCTAGCATCTTCAGCCATTACTCTAAACATCTATTGTCA 
GAATCCCCCATCCATGCGTGGCAGAGCATTACGTTATATTAACATTACAAATTGTGTTACATC 
TTCAATAAATGTATCCAGAGCTTGGGCTGTTGTATU^TCTCCTCATATTCATCACAAGACTAC 
TGCGCTAATGATGGCCTGGCATAAAGTAACCACAAATGGCAGTCCTCTGGA7U\ATACTGAGAC 
TGAGAACATTACTTTCTGGGAACGAATTCCTACTTCACCTGCTGGTAGATTTTTTCAAGAGAA 
TGCCTTTGGTAATCCATTAGAGACTACAGCAGTGTTACCTGTGCAAATAC/sj^CTTACTACTTC 
TGTTACCTTGAACTTGGAAAAAAACAGTGCTCTACCGAATGATGCTGCTTCAATGTCAGGGAA 
AACATCTCTAATTTGTACACAAGAAGTTGAGAAGTTGAATGAGGCTTTTGACATTTTGCTAGC 
TTTTTTCATCTTAGCTTGTGTTTTAATCATTTTTTTGATCTACAAAGTTGTTCAGTTTAAACA 
AAAACTAAAGGCATCAGAAAACTCAAGGGAAAATAGACTTGAATACTACAGCTTTTATCAGTC 
AGCAAGGTATAATGTAACTGCCTCAATTTGTAACACTTCCCCAAATTCTCTAGAAAGTCCTGG 
CTTGGAGCAGATTCGACTTCATAAACAAATTGTTCCTGAAAATGAGGCACAGGTCATTCTTTT 
TGAACATTCTGCTTTATAACTCAACTAAATATTGTCTATAAGAAACTTCAGTGCCATGGACAT 
GATTTAAACTGAAACCTCCTTATATAATTATATACTTTAGTTGGA7\ATATAATGAATTATATG 
AGGTTAGCATTATTAAAATATGTTTTTTNTTAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 180 

MCGLQFSLPCLRLFLVVTCYLLLLLHKEILGCSSVCQLCTGRQINCRNLGLSSIPKNFPESTV 
FLYLTGNNISYINESELTGLHSLVALYLDNSNILYVYPKAFVQLRHLYFLFLNNNFIKRLDPG 
IFKGLLNLRNLYLQYNQVSFVPRGVFNDLVSVQYLNLQRNRLTVLGSGTFVGMVALRILDLSN 
NNILRISESGFQHLENLACLYLGSNNLTKVPSNAFEVLKSLRRLSLSHNPIEAIQPFAFKGLA 
NLEYLLLKNSRIRNVTRDGFSGINNLKHLILSHNDLENLNSDTFSLLKNLIYLKLDRNRIISI 
DNDTFENMGASLKILNLSFNNLTALHPRVLKPLSSLIHLQANSNPWECNCKLLGLRDWLASSA 
ITLNIyCQNPPSMRGRALRYINITNCVTSSINVSRAWAVVKSPHIHHKTTALM^4AWHKVTTNG 
SPLENTETENITFWERIPTSPAGRFFQENAFGNPLETTAVLPVQIQLTTSVTLNLEKNSALPN 
DAASMSGKTSLICTQEVEKLNEAFDILLAFFILACVLIIFLIYKVVQFKQKLKASENSRENRL 
EYYSFYQSARYNVTASICNTSPNSLESPGLEQIRLHKQIVPENEAQVILFEHSAL 

Signal pep-bide: 

amino acids 1-41 

Transmenibrane d«naln: 

amino acids 530-547 

N-glycosyla'tion sites. 

amino acids 71-75, 76-80, 215-219, 266-270, 317-321, 331-335, 
336-340, 400-404, 410-414, 451-455, 579-583 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 231-235 

N-myristoylation sites . 

amino acids 3-9, 69-75, 126-132, 174-180 

ATP/6TP-binding site motif A (P-loop) . 

amino acids 506-514 
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FIGURE 181 

GGCCTGGCGCGGCGCTCCGGTAAGGCGTGTGTGCGGCAGGGCGGGGACAGAACCGTCCTCTCG 
GGCTCTGGGCGTGTCCGAGACCGCGCTCCCCGCCGAAATCAAGCTCCGAGTCATCCGTGTGGG 
GCATTCGTCCCCCCTGGCACAGTTGGCCTCTTTCCAGAAGCCCGTTTTGTTTGTTTTACGTCT 
AAATTCGCGTCGGTTCTTATTTCTCTCCCTGGCAAGGTCTGAAGACGGGTAGGAGAATAACCT 
GTGTCAGCGTGTTATGATGCCGTCCCGTACCAACCTGGCTACTGGAATCCCCAGTAGTAAAGT 
GA/^TATTCAAGGCTCTCCAGCACAGACGATGGCTACATTGACCTTCAGTTTAAGAAAACCCC 
TCCTAAGATCCCTTATAAGGCCATCGCACTTGCCACTGTGCTGTTTTTGATTGGCGCCTTTCT 
CATTATTATAGGCTCCCTCCTGCTGTCAGGCTACATCAGCAAAGGGGGGGCAGACCGGGCCGT 
TCCAGTGCTGATCATTGGCATTCTGGTGTTCCTACCCGGATTTTACCACCTGCGCATCGCTTA 
CTATGCATCCATy^GGCTACCGTGGTTACTCCTATGATGACATTCCAGACTTTGATGACTAGCA 
CCCACCCCATAGCTGAGGAGGAGTCACAGTGGAACTGTCCCAGCTTTAAGATATCTAGCAGAA 
ACTATAGCTGAGGACTT^GGAATTCTGCAGCTTGCAGATGTTTAAGAAAATAATGGCCAGATT 
TTTTGGGTCCTTCCCAAAGATGTTAAGTGAACCTACAGTTAGCTAATTAGGACAAGCTCTATT 
TTTCATCCCTGGGCCCTGACAAGTTTTTCCACAGGAATATGTATCATGGAAGAATAGAGGTTA 
TTCTGTAATGGAAAAGTGTTGCCTGCCACCACCCTCTGTAGAGCTGAGCATTTCTTTTAAATA 
GTCTTCATTGCCAATTTGTTCTTGTAGCAAATGGAACAATGTGGTATGGCTAATTTCTTATTA 
TT7\AGTAGTTTATTTTAAAAATATCTGAGTATATTATCCTGTACACTTATCCCTACCTTCATG 
TTCCAGTGGAAGACCTTAGTAAAATCAAAGATCAGTGAGTTCATCTGTAATATTTTTTTTACT 
TGCTTTCTTACTGACAGCAACCAGGAATTTTTTTATCCTGCAGAGCAAGTTTTCAAAATGTAA 
ATACTTCCTCTGTTTAACAGTCCTTGGACCATTCTGATCCAGTTCACCAGTAGGTTGGACAGC 
ATATAATTTGCATCATTTTGTCCCTTGTAAATCAAGATGTTCTGCAGATTATTCCTTTAACGG 
CCGGACTTTTGGCTGTTTCCTAATGAAACATGTAGTGGTTATTATTTAGAGTTTATAGCCGTA 
TTGCTAGCACCTTGTAGTATGTCATCATTCTGCTCATGATTCCAAGGATCAGCCTGGATGCCT 
AGAGGACTAGATCACCTTAGTTTGATTCTATTTTTTAGCTTGCAAAAAGTGACTTATATTCCA 
AAGAAATTAAAATGTTGAAATCCAAATCCTAGAAATAAAATGAGTTTNNTTCCAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAA7\AAAAAAAAAAA7^AAAAAAAAAA 
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FIGURE 182 

MMPSRTNLATGIPSSKVKYSRLSSTDDGYIDLQFKKTPPKIPYKAIALATVLFLIGAFLIIIG 
SLLLSGYISKGGADRAVPVLIIGILVFLPGFYHLRIAYYASKGYRGYSYDDIPDFDD 

Transmembrane domaxns : 

amino acids 45-66, 79-95 

N-myrlstioylat^xon s±1:es . 

amino acids 11-17, 75-81 
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FIGURE 183 



CTAAAAAATACAAAAATTAGCTGGGCGTGGTGTCATGTACCTGTAATCCCAGCTACTCAAGAGGCTGAGGCAGGA 
GAATCGCTTGAACCCAGGAGGCAGAGGTTGCAGTGAGCCAAGATTAAGTCACTGCACTCCAGCCTGGGTGACAGA 
GCAAGACTCTGTATCAAAATAAATAAATAAAGTACAACTCTGGATGGGCATGGTGGCTTATGTCTGTAATCCCAG 
CACTTTGGGAACTTGAGGCGGGTAGATTGCTTGAGTCCGGGAGTTTGAGACCAGTCTGGGTAATATGGTAACCCT 
GTCTACCAAAAATACAGGTATTAGCCAGTCTCATAACTCGGTCTCAAAATAAATAAATACATACATACATAGATG 
AAAATTTAAAAAATAAAGTCCAACTCAGCGGTTTTCAGCATATTTACAGAGTTGTACAATCTTCACCACTATCTA 
ATTTCAGAACATTTTCATCACCCCCAAAAGA7\ACCTAACCCATTGACTATCTCTCCATTTCCTCCCTCTCCCTAG 
CCTCTGGCAACCACTAATCTCTTTTTTGTCTCTATAGATTTGCCTATTTTGGACAGTTCATATACAAGGAATCAT 
ACCACATGTAGCCTTTTGTGTCCGGCTTCTTTGATTAATAGAATGTTTTCAAGGCTCATCTATGCTGTAGCCTGT 
ATCAGCACTTCATTCCTTTCTATGGCTGAATAATAGTCCACTGTAGGGATGTGCCATGTTTTTCCACTAGCTGAT 
GGACATTTGGGTTGTTTCCACCTTCTGGCTATTATAAATATTGCTGCTATAAATATTCACTTACAAGTTTTTGTG 
TGGACATATGTTTTTATTTCTTCTGGTATATCCTTCGGAGTGGAACTGCTGGATCAGGTGGTAACTCTAGGTCTA 

/iUC l uGUM^j l'T/iAH^i^^j/^M l C<^ X AxG^^Al »jC X (a J.AVj1 Cu^i^l CjAtaX 1 VaArtrtiM/lrt-S-rtV^X 1 V3Hv^L.1^«A-rtVJXrtriVji vjx- 

CAGATCATCTTCATTTCACAGCAACCAGTAATTTCACAGATGAGGAAATGAAGGCTCCCAGAGGTGAACTGGCTT 
TTCCCATTTGAGCAGTTCCAAGTCAGACAGTTAAAAAGTGGCAGGACCTGGAAGAGAAGCTAGTTCTTTCACCCT 
GGCATTCAGGGCTGCCTCCTGGGCTACGGGGCTGGCATTTAGAATAGAGCTAAGGTCTGCTGCCAAGGCAGGTGC 
CCCAGTCTGCCTCCTCTGTGTCCTTATTCCACTTTCTCTGCAGCCCTCCAGGGGACCCCTCTCTCAGCCACCCTC 
TCTCTGGTGAT6TCACAGTGCTGCCGGAAGATCAAAGATACGGTGCAGAAACTGGCTTCGGACCATAAGGACATT 
CACAGCAGTGTATCCCGAGTGGGCAAAGCCATTGACAGGAACTTCGACTCTGAGATCTGTGGTGTTGTGTCAGAT 
GCGGTGTGGGACGCGCGGGAACAGCAGCAGCAGATCCTGCAGATGGCCATCGTGGAACACCTGTATCAGCAGGGC 
ATGCTCAGCGTGGCCGAGGAGCTGTGCCAGGAATCAACGCTGAATGTGGACTTGGATTTCAAGCAGCCTTTCCTA 
GAGTTGAATCGAATCCTGGAAGCCCTGCACGAACAAGACCTGGGTCCTGCGTTGGAATGGGCCGTCTCCCACAGG 
CAGCGCCTGCTGGAACTCAACAGCTCCCTGGAGTTCAAGCTGCACCGACTGCACTTCATCCGCCTCTTGGCAGGA 
GGCCCCGCGAAGCAGCTGGAGGCCCTCAGCTATGCTCGGCACTTCCAGCCCTTTGCTCGGCTGCACCAGCGGGAG 
ATCCAGGTGATGATGGGCAGCCTGGTGTACCTGCGGCTGGGCTTGGAGAAGTCACCCTACTGCCACCTGCTGGAC 
AGCAGCCACTGGGCAGAGATCTGTGAGACCTTTACCCGGGACGCCTGTTCCCTGCTGGGGCTTTCTGTGGAGTCC 
CCCCTTAGCGTCAGCTTTGCCTCTGGCTGTGTGGCGCTGCCTGTGTTGATGAACATCAAGGCTGTGATTGAGCAG 
CGGCAGTGCACTGGGGTCTGGAATCACAAGGACGAGTTACCGATTGAGATTGAACTAGGCATGAAGTGCTGGTAC 
GCTCATCTGTGGCCATGTTATCTCCCGAGATGCACTCAATAAGCTCATTAATGGAGGAAACACTCCGTGTTCGCT 
TGCCCCATCCTCCGCCAGCAGACGTCAGATTCCAACCCTCCCATCAAGCTGAAGTGTCCCTACTGTCCCATGGAG 
CAG7\ACCCGGCAGATGGGAAACGCATCATATTCTGATTCCTACCTGGAAGGAATTTTGTTGAAAGGGGTTTTCAC 
CTGTGAGCCTTGGTCTGTCTCGGTAGGGTGGTCAACTTCAGTGGACTGTGGTTGGTTTCAGAGCGCCTGGCTGAG 
GAGTTCCACTGAGGGGAGCACTGGAGCAGCCCTTTGGCAGAGGCTGAGGAGGGAGATGGACCAGCCCACGCCTGG 
CACCTGGCTCCATGGCATAAGGAAAGGGAGATGCTGGCCTCTGTGCTCCTGCTGTCTTTTCCTGTTTCTGTTTGC 
GTTTGACTTAGTAGCAACCGACAGAGTGGCAAGGGATTTGGTCTTCAGCAGTAGACATCCTTCCACCCCTGCCCT 
CAGCCAAGTCTCTTGCTGCCATGCCAATGCTATGTCCACCCTTGCCCCTCGGCCCAAGAGTGTCCAGCGGTGGCC 
CACCTCTTCCTCCCACTACAGCCTCAACAGTATGTACCATCTCCCACTGTAAATAGTCCCAGTtAGAACGGAATG 
CCGTTGTTTTATAACTTTG/^CAAATGTATTTACTGCCCTTCTCAAAA 
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FIGURE 184 

QCCRKIKDTVQKLASDHKDIHSSVSRVGKAIDRNFDSEICGVVSDAVWDAREQQQQILQMAIV 
EHLYQQGMLSVAEELCQESTLNVDLDFKQPFLELNRILEALHEQDLGPALEWAVSHRQRLLEL 
NSSLEFKLHRLHFIRLLAGGPAKQLEALSYARHFQPFARLHQREIQVMMGSLVYLRLGLEKSP 
YCHLLDSSHWAEICETFTRDACSLLGLSVESPLSVSFASGCVALPVLMNIKAVIEQRQCTGVW 
NHKDELPIEIELGMKCWYHSVFACPILRQQTSDSNPPIKLICGHVISRDALNKLINGGKLKCP 
YC PMEQN PADGKRI I F 

Transmembrane domain: 

amino acids 222-241 

N-glycosylation site . 

amino acids 129-133 

Tyrosine kinase phosphorylation site. 

amino acids 151-159, 184-193 

Amldatlon site. 

amino acids 327-331 

Prokaryotlc membrane lipoprotein lipid attachment site. 

amino acids 222-233 
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FIGURE 185 

GAGCGACGCTGTCTCTAGTCGCTGATCCCAAMGCACCGGCTCATCTTTGTCTACACTCTAAT 
CTGCGCAAACTTTTGCAGCTGTCGGGACACTTCTGCAACCCCGCAGAGCGCATCCATCAAAGC 
TTTGCGCAACGCCT^ACCTCAGGCGAGATGACTTGTACCGAAGAGATGAGACCATCCAGGTGAA 
AGGAAACGGCTACGTGCAGAGTCCTAGATTCCCGAACAGCTACCCCAGGAACCTGCTCCTGAC 
ATGGCGGCTTCACTCTCAGGAGAATACACGGATACAGCTAGTGTTTGACAATCAGTTTGGATT 
AGAGGAAGCAGAAAATGATATCTGTAGGTATGATTTTGTGGAAGTTGAAGATATATCCGAAAC 
CAGTACCATTATTAGAGGACGATGGTGTGGACACAAGGAAGTTCCTCCAAGGATAAAATCAAG 
AACGAACCAAATTAAAATCACATTCAAGTCCGATGACTACTTTGTGGCTAAACCTGGATTCAA 
GATTTATTATTCTTTGCTGGAAGATTTCCAACCCGCAGCAGCTTCAGAGACCAACTGGGAATC 
TGTCACAAGCTCTATTTCAGGGGTATCCTATAACTCTCCATCAGTAACGGATCCCACTCTGAT 
TGCGGATGCTCTGGACAAAA7\AATTGCAGAATTTGATACAGTGGAAGATCTGCTCAAGTACTT 
CAATCCAGAGTCATGGCAAGAAGATCTTGAGAATATGTATCTGGACACCCCTCGGTATCGAGG 
CAGGTCATACCATGACCGGAAGTCAAAAGTTGACCTGGATAGGCTCAATGATGATGCCAAGCG 
TTACAGTTGCACTCCCAGGAATTACTCGGTCAATATAAGAGAAGAGCTGAAGTTGGCCAATGT 
GGTCTTCTTTCCACGTTGCCTCCTCGTGCAGCGCTGTGGAGGAAATTGTGGCTGTGGAACTGT 
CAACTGGAGGTCCTGCACATGCAATTCAGGGAAAACCGTGAAAAAGTATCATGAGGTATTACA 
GTTTGAGCCTGGCCACATCAAGAGGAGGGGTAGAGCTAAGACCATGGCTCTAGTTGACATCCA 
GTTGGATCACCATGAACGATGCGATTGTATCTGCAGCTCAAGACCACCTCGATAAGAGT^TGT 
GCACATCCTTACATTAAGCCTGAGAGAA 
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FIGURE 186 

MHRLIFVYTLICANFCSCRDTSATPQSASIKALRNANLRRDDLYRRDETIQVKGNGYVQSPRF 
PNSYPRNLLLTWRLHSQENTRIQLVFDNQFGLEEAENDICRYDFVEVEDISETSTIIRGRWCG 
HKEVPPRIKSRTNQIKITFKSDDYFVAKPGFKIYYSLLEDFQPAAASETNWESVTSSISGVSY 
NSPSVTDPTLIADALDKKIAEFDTVEDLLKYFNPESWQEDLENMYLDTPRYRGRSYHDRKSKV 
DLDRLNDDAKRYSCTPRNYSVNIREELKLANWFFPRCLLVQRCGGNCGCGTVNWRSCTCNSG 
KTVKKYHEVLQFEPGHIKRRGRAKTMALVDIQLDHHERCDCICSSRPPR 

Signal pep'bide: 

amino acids 1-18 

N-glycosyla'bxon site . 

amino acids 270-274 

cAMP- and cGMP-dependen-b prcbexn kinase phosphorylation site. 

amino acids 262-266 

Tyrosine kinase phosphorylation site. 

amino acids 256-265 

N-myrlstoylatlon sites. 

amino acids 94-100, 186-192, 297-303, 298-304 

TonB-dependent receptor proteins signature 1. 

amino acids 1-56 
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FIGURE 187 

CATGCCGCTGCCGCCGCTGCTGCTGTTGCTCCTGGCGGCGCCTTGGGGACGGGCAGTTCCCTG 
TGTCTCTGGTGGTTTGCCTAAACCTGCAAACATCACCTTCTTATCCATCAACATGAAGAATGT 
CCTACAATGGACTCCACCAGAGGGTCTTCAAGGAGTTAAAGTTACTTACACTGTGCAGTATTT 
CATATATGGGCAAAAGAAATGGCTGAAT/iAATCAGAATGCAGAAATATCAATAGAACCTACTG 
TGATCTTTCTGCTGAAACTTCTGACTACGAACACCAGTATTATGCCAAAGTTAAGGCCATTTG 
GGGAACAAAGTGTTCCAAATGGGCTGAAAGTGGACGGTTCTATCCTTTTTTAGAAACACAT^T 
TGGCCCACCAGAGGTGGCACTGACTACAGATGAGAAGTCCATTTCTGTTGTCCTGACAGCTCC 
AGAGAAGTGGAAGAGAAATCCAGAAGACCTTCCTGTTTCCATGC7^CA7y\TATACTCCAATCT 
GAAGTATAACGTGTCTGTGTTGAATACTAAATCAAACAGAACGTGGTCCCAGTGTGTGACCAA 
CCACACGCTGGTGCTCACCTGGCTGGAGCCGAACACTCTTTACTGCGTACACGTGGAGTCCTT 
CGTCCCAGGGCCCCCTCGCCGTGCTCAGCCTTCTGAGAAGCAGTGTGCCAGGACTTTGAAAGA 
TCAATCATCAGAGTTCTy^GGCTAAAATCATCTTCTGGTATGTTTTGCCCATATCTATTACCGT 
GTTTCTTTTTTCTGTGATGGGCTATTCCATCTACCGATATATCCACGTTGGCAAAGAGAAACA 
CCCAGCAAATTTGATTTTGATTTATGGAAATGAATTTGACAAAAGATTCTTTGTGCCTGCTGA 
AAAAATCGTGATTAACTTTATCACCCTCAATATCTCGGATGATTCTAAAATTTCTCATCAGGA 
TATGAGTTTACTGGGAAAAAGCAGTGATGTATCCAGCCTTAATGATCCTCAGCCCAGCGGGAA 
CCTGAGGCCCCCTCAGGAGGAAGAGGAGGTGAAACATTTAGGGTATGCTTCGCATTTGATGGA 
AATTTTTTGTGACTCTGAAGAAAACACGGAAGGTACTTCTCTCACCCAGCAAGAGTCCCTCAG 
CAGZU\CAATACCCCCGGATAAAACAGTCATTGAATATGAATATGATGTCAGAACCACTGACAT 
TTGTGCGGGGCCTGAAGAGCAGGAGCTCAGTTTGCAGGAGGAGGTGTCCACACAAGGAACATT 
ATTGGAGTCGCAGGCAGCGTTGGCAGTCTTGGGCCCGCAAACGTTACAGTACTCATACACCCC 
TCAGCTCCAAGACTTAGACCCCCTGGCGCAGGAGCACACAGACTCGGAGGAGGGGCCGGAGGA 
AGAGCCATCGACGACCCTGGTCGACTGGGATCCCCAAACTGGCAGGCTGTGTATTCCTTCGCT 
GTCCAGCTTCGACCAGGATTCAGAGGGCTGCGAGCCTTCTGAGGGGGATGGGCTCGGAGAGGA 
GGGTCTTCTATCTAGACTCTATGAGGAGCCGGCTCCAGACAGGCCACCAGGAGATU^TGAAAC 
CTATCTCATGCAATTCATGGAGGAATGGGGGTTATATGTGCAGATGGAAAACTGATGCCAACA 
CTTCCTTTTGCCTTTTGTTTCCTGTGCAAACAAGTGAGTCACCCCTTTGATCCCAGCCATAAA 
GTACCTGGGATGAAAGAAGTTTTTTCCAGTTTGTCAGTGTCTGTGAGAA 
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FIGURE 188 

MPLPPLLLLLLAAPWGRAVPCVSGGLPKPANITFLSINMKNVLQWTPPEGLQGVKVTYTVQYF 
lYGQKKWLNKSECRNINRTYCDLSAETSDYEHQYYAKVKAIWGTKCSKWAESGRFYPFLETQI 
GPPEVALTTDEKSISVVLTAPEKWKRNPEDLPVSMQQIYSNLKYNVSVLNTKSNRTWSQCVTN 
HTLVLTWLEPNTLYCVHVESFVPGPPRRAQPSEKQCARTLKDQSSEFKAKIIFWYVLPISITV 
FLFSVMGYSIYRYIHVGKEKHPANLILIYGNEFDKRFFVPAEKIVINFITLNISDDSKISHQD 
MSLLGKSSDVSSLNDPQPSGNLRPPQEEEEVKHLGYASHLMEIFCDSEENTEGTSLTQQESLS 
RTIPPDKTVIEYEYDVRTTDICAGPEEQELSLQEEVSTQGTLLESQAALAVLGPQTLQYSYTP 
QLQDLDPLAQEHTDSEEGPEEEPSTTLVDWDPQTGRLCIPSLSSFDQDSEGCEPSEGDGLGEE 
GLLSRLYEEPAPDRPPGENETYLMQFMEEWGLYVQMEN 

Signal sequence : 

amino acids 1-18 

Transmembrane domain : 

amino acids 240-260 

N-glycosylation s±i:es . 

amino acids 31-34, 72-75, 80-83, 171-174, 180-183, 189-192, 
304-307, 523-526 

Tyrosine kinase phosphorylatiion site. 

amino acids 385-392, 518-526 

N-myristoylation sites • 

amino acids 53-58, 106-111, 368-373, 492-497 

Tissue factor 

amino acids 1-278 
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FIGURE 189 

ATG TGCTGCTGGCCGCTGCTCCTGCTGTGGGGGCTGCTCCCCGGGACGGCGGCGGGGGGCTCG 
GGCCGAACCTATCCGCACCGGACCCTCCTGGACTCGGAGGGCAAGTACTGGCTGGGCTGGAGC 
CAGCGGGGCAGCCAGATCGCCTTCCGCCTCCAGGTGCGCACTGCAGGCTACGTGGGCTTCGGC 
TTCTCGCCCACCGGGGCCATGGCGTCCGCCGACATCGTCGTGGGCGGGGTGGCCCACGGGCGG 
CCCTACCTCCAGGATTATTTTACAAATGCAAATAGAGAGTTGAAAA7\AGATGCTCAGCAAGAT 
TACCATCTAGAATATGCCATGGAAAATAGCACACACACAAT7\ATTGAATTTACCAGAGAGCTG 
CATACATGTGACAT7U\ATGACAAGAGTATAACGGATAGCACTGTGAGAGTGATCTGGGCCTAC 
CACCATGAAGATGCAGGAGAAGCTGGTCCCAAGTACCATGACTCCAATAGGGGCACCAAGAGT 
TTGCGGTTATTGAATCCTGAGAAAACTAGTGTGCTATCTACAGCCTTACCATACTTTGATCTG 
GTAAATCAGGACGTCCCCATCCCAAACAAAGATACAACATATTGGTGCCAAATGTTTAAGATT 
CCTGTGTTCCAAGAAAAGCATCATGTAATAAAGGTTGAGCCAGTGATACAGAGAGGCCATGAG 
AGTCTGGTGCACCACATCCTGCTCTATCAGTGCAGCAACAACTTT7\ACGACAGCGTTCTGGAG 
TCCGGCCACGAGTGCTATCACCCCAACATGCCCGATGCATTCCTCACCTGTGAAACTGTGATT 
TTTGCCTGGGCTATTGGTGGAGAGGGCTTTTCTTATCCACCTCATGTTGGATTATCCCTTGGC 
ACTCCATTAGATCCGCATTATGTGCTCCTAGAAGTCCATTATGATAATCCCACTTATGAGGAA 
GGCTTAATAGATAATTCTGGACTGAGGTTATTTTACAC7VATGGATATAAGGAAATATGATGCT 
GGGGTGATTGAGGCTGGCCTCTGGGTGAGCCTCTTCCATACCATCCCTCCAGGGATGCCTGAG 
TTCCAGTCTGAGGGTCACTGCACTTTGGAGTGCCTGGAAGAGGCTCTGGAAGCCGAAAAGCCA 
AGTGGAATTCATGTGTTTGCTGTTCTTCTCCATGCTCACCTGGCTGGCAGAGGCATCAGGCTG 
CGTCATTTTCGAAAAGGGAAGGAT^TGAAATTACTTGCCTATGATGATGATTTTGACTTCAAT 
TTCCAGGAGTTTCAGTATCTAAAGGAAGAACAAACAATCTTACCAGGAGATAACCTAATTACT 
GAGTGTCGCTACAACACGAAAGATAGAGCTGAGATGACTTGGGGAGGACTAAGCACCAGGAGT 
GAAATGTGTCTCTCATACCTTCTTTATTACCCAAGAATTAATCTTACTCGATGTGCAAGTATT 
CCAGACATTATGGAACAACTTCAGTTCATTGGGGTTAAGGAGATCTACAGACCAGTCACGACC 
TGGCCTTTCATTATCAAAAGTCCC7\AGCAATATAAAAACCTTTCTTTCATGGATGCTATGAAT 
AAGTTTAAATGGACTAAAAAGGAAGGTCTCTCCTTCAACAAGCTGGTCCTCAGCCTGCCAGTG 
AATGTGAGATGTTCCAAGACAGACAATGCTGAGTGGTCGATTCAAGGAATGACAGCATTACCT 
CCAGATATAGAAAGACCCTATAAAGCAGAACCTTTGGTGTGTGGCACGTCTTCTTCCTCTTCC 
CTGCACAGAGATTTCTCCATCAACTTGCTTGTTTGCCTTCTGCTACTCAGCTGCACGCTGAGC 
ACCAAGAGCTTGTGATCAAAATTCTGTTGGACTTGACAATGTTTTCTATGATCTGAACCTGTC 
ATTTGAAGTACAGGTTAAAGACTGTGTCCACTTTGGGCATGAAGAGTGTGGAGACTTTTCTTC 
CCCATTTTCCCTCCCTCCTTTTTCCTTTCCATGTTACATGAGAGACATCAATCAGGTTCTCTT 
CTCTTTCTTAGAAATACCTGATGTTATATATACATGGTCAATAAAATAAAACTGGCCTGACTT 
AAGATAACCATTTTAAAAAATTGGGCTGTCATGTGGGAATAAAAGAATTCTTTCTTTCCTAAA 
AAAAAAAA 
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FIGURE 190 

MCCWPLLLLWGLLPGTAAGGSGRTYPHRTLLDSEGKYWLGWSQRGSQIAFRLQVRTAGYVGFG 
FSPTGAMASADIVVGGVAHGRPYLQDYFTNANRELKKDAQQDYHLEYAMENSTHTIIEFTREL 
HTCDINDKSITDSTVRVIWAYHHEDAGEAGPKYHDSNRGTKSLRLLNPEKTSVLSTALPYFDL 
VNQDVPIPNKDTTYWCQMFKIPVFQEKHHVIKVEPVIQRGHESLVHHILLYQCSNNFNDSVLE 
SGHECYHPNMPDAFLTCETVIFAWAIGGEGFSYPPHVGLSLGTPLDPHYVLLEVHYDNPTYEE 
GLIDNSGLRLFYTMDIRKYDAGVIEAGLWVSLFHTIPPGMPEFQSEGHCTLECLEEALEAEKP 
SGIHVFAVLLHAHLAGRGIRLRHFRKGKEMKLLAYDDDFDFNFQEFQYLKEEQTILPGDNLIT 
ECRYNTKDRAEMTWGGLSTRSEMCLSYLLYYPRINLTRCASIPDIMEQLQFIGVKEIYRPVTT 
WPFIIKSPKQYKNLSFMDAMNKFKWTKKEGLSFNKLVLSLPVNVRCSKTDNAEWSIQGMTALP 
PDIERPYKAEPLVCGTSSSSSLHRDFSINLLVCLLLLSCTLSTKSL 

Signal pep'tide: 

amino acids 1-18 

Transmembrane domains: 

amino acids 56-73, 378-393, 583-602 

N-glycosyla'blon sites . 

amino acids 114-118, 247-251, 476-480, 517-521 
N-sq^rlsteyla'tlon sites. 

amino acids 11-17, 15-21, 20-26, 45-51, 68-74, 79-85, 290-296, 
316-322, 337-343, 342-348, 456-462, 534-540, 582-588 

Copp&x t,yp& II, ascorbate-dependeni: monooxygenases proteins. 

amino acids 271-321, 422-474 
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FIGURE 191 

GCTTCAGCTGAAGAAAGAGAGGAATGAAGCGCCTrCTGCTTCTGTTTTTGTTCTTTATAACAT 
TTTCTTCTGCATTTCCCTTAGTCCGGATGACGGAAAATGAAGAAAATATGCAACTGGCTCAGG 
CATATCTCAACCAGTTCTACTCTCTTGAAATAGAAGGGAATCATCTTGTTCAAAGCAAGAATA 
GGAGTCTCATAGATGACAAAATTCGGGAAATGCAAGCATTTTTTGGATTGACAGTGACTGGAA 
AACTGGACTCAAACACCCTTGAGATCATGAAGACACCCAGGTGTGGGGTGCCTGATGTGGGCC 
AGTATGGCTACACCCTCCCTGGGTGGAGAAAATACAACCTCACCTACAGAATT^TAAACTATA 
CTCCGGATATGGCACGAGCTGCTGTGGATGAGGCTATCCAAGAAGGTTTAGAAGTGTGGAGCA 
AAGTCACTCCACTAAAATTCACCi\AGATTTCAAAGGGGATTGCAGACATCATGATTGCCTTTA 
GGACTCGAGTCCATGGTCGGTGTCCTCGCTATTTTGATGGTCCCTTGGGAGTGCTTGGCCATG 
CCTTTCCTCCTGGTCCGGGTCTGGGTGGTGACACTCATTTTGATGAGGATGAAAACTGGACCA 
AGGATGGAGCAGGATTCAACTTGTTTCTTGTGGCTGCTCATGAATTTGGTCATGCACTGGGGC 
TCTCTCACTCCAATGATCTW^CAGCCTTGATGTTCCCAAATTATGTCTCCCTGGATCCCAGAA 
AATACCCACTTTCTCAGGATGATATCAATGGAATCCAGTCCATCTATGGAGGTCTGCCTAAGG 
TACCTGCTAAGCCAAAGGAACCCACTATACCCCATGCCTGTGACCCTGACTTGACTTTTGACG 
CTATCACAACTTTCCGCAGAGAAGTAATGTTCTTTAAAGGCAGGCACCTATGGAGGATCTATT 
ATGATATCACGGATGTTGAGTTTGAATTAATTGCTTCATTCTGGCCATCTCTGCCAGCTGATC 
TGCAAGCTGCATACGAGAACCCCAGAGATAAGATTCTGGTTTTTAAAGATGAAAACTTCTGGA 
TGATCAGAGGATATGCTGTCTTGCCAGATTATCCCAAATCCATCCATACATTAGGTTTTCCAG 
GACGTGTGAAGAAAATAGATGCAGCCGTCTGTGATAAGACCACAAGAAAAACCTACTTCTTTG 
TGGGCATTTGGTGCTGGAGGTTTGATGAAATGACCCAAACCATGGACAAAGGATTCCCGCAGA 
GAGTGGTAAAACACTTTCCTGG7\ATCAGTATCCGTGTTGATGCTGCTTTCCAGTACAAAGGAT 
TCTTCTTTTTCAGCCGTGGATCAAAGCAATTTGAATACAACATTAAGACAAAGAATATTACCC 
GAATCATGAGAACTAATACTTGGTTTCAATGCAAAGT^CCAAAGAACTCCTCATTTGGTTTTG 
ATATCAAC/y^GGAAAAAGCACATTCAGGAGGCATAAAGATATTGTATCATTVAGAGTTTAAGCT 
TGTTTATTTTTGGTATTGTTCATTTGCTG7\AAAACACTTCTATTTATCAATAAATTCATAGAC 
CTAAAATA/y^CCTCAACAGGTCTTTTAATATAAATTCTGCTTCAAAATAGAATAAAACCATTC 
TTTAACAAC 
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FIGURE 192 

MKRLLLLFLFFITFSSAFPLVRMTENEENMQLAQAYLNQFYSLEIEGNHLVQSKNRSLIDDKI 
REMQAFFGLTVTGKLDSNTLEIMKTPRCGVPDVGQYGYTLPGWRKYNLTYRIINYTPDMARAA 
VDEAIQEGLEVWSKVTPLKFTKISKGIADIMIAFRTRVHGRCPRYFDGPLGVLGHAFPPGPGL 
GGDTHFDEDENWTKDGAGFNLFLVi\AHEFGHALGLSHSNDQTALMFPNYVSLDPRKYPLSQDD 
INGIQSIYGGLPKVPAKPKEPTIPHACDPDLTFDAITTFRREVMFFKGRHLWRIYYDITDVEF 
ELIASFWPSLPADLQAAYENPRDKILVFKDENFWMIRGYAVLPDYPKSIHTLGFPGRVKKIDA 
AVCDKTTRKTYFFVGIWCWRFDEMTQTMDKGFPQRVVKHFPGISIRVDAAFQYKGFFFFSRGS 
KQFEYNIKTKNITRIMRTNTWFQCKEPKNSSFGFDINKEKAHSGGIKILYHKSLSLFIFGIVH 
LLKNTSIYQ 

Signal pep-bide: 

amino acids 1-17 

N-glycosyla-tion sites . 

amino acids 55-59, 110-114, 200-204, 452-456, 470-474, 508-512 

N-myrisiioyla'tion sibe . 

amino acids 71-77, 205-211, 223-229 

Hemopexin domain sigrna^ture. 

amino acids 171-202, 207-238, 318-334 

Neutral zinc met:allopept:idases , zinc-binding region signature. 

amino acids 213-223 

Matrixins cysteine switch. 

amino acids 89-97, 207-238 
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FIGURE 193 

CACAATCAGGTCCCATTCTATAGATGGGGAAACTGAGGCTTGAGGTCACATAGGCGTCGTTCA 
AGGCTGGTATACCTGCACCCTCTCCCATGTGAACAACMIGGTTCTGGGTAATGGGGGCTGTCA 
TCCAGTCTCCTCCCTGCCCCTGCTGGTGCACTTCCTGCCTCTGCTGGTGCACTTTCTGCCCCT 
ACTGGTATATTTGCTGCCTCTGCTGGGGCGCTTCCTGCCTCGGCTGGTGTATCTCCTGCCCCT 
GCTGGTGCACTTTCTGCCCCCGCTGATGCACTTCCTGCCTCTGCTGGTGCACTTCCTGGCTCT 
GCTGGCACACTTCCTGCCTCTGCTGGTGCACTTCCTGGCTCTGCTGGCGCACTTTCCTGCCCC 
TGCTGGTGTATTTCCTGCCCCTGCTGGTGTACTTCCTTCCCCTGCTGGTGCACTTCCTGCCTC 
TGCTGGCGCACTTCTTGCCTCTCCAGGCCCTACCTAGCCTCTCCCTCTTATATATGGAAGTCT 
TCCCAGTTCACTGACACTGGTAACAGGGACTCTGCTCTTGGTGTTGCTGTCTGCCCTGGGGAT 
GGGCATCTGTGTCTTCCTTTACTACTGCTGGCTCAGGACCCAGAGCTTTGAAGCATGTCCAGA 
TGCAGGTCCGGGCACCAGAGTCTAAGGAGCCCCTACACCCACCAGGATTTTCCAATAAAGAGA 
TGTTCACCA 
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FIGURE 194 

MVLGNGGCHPVSSLPLLVHFLPLLVHFLPLLVYLLPLLGRFLPRLVYLLPLLVHFLPPLMHFL 
PLLVHFLALLAHFLPLLVHFLALLAHFPAPAGVFPAPAGVLPSPAGALPASAGT^LLASPGPT 

Signal pep 'bide: 

amino acids 1-39 

N-myrls-toyla-blon sites . 

amino acids 4-10, 109-115, 116-122 

Leucine zipper pa-ttern* 

amino acids 14-36, 16-38, 17-39, 21-43, 24-46, 28-50, 31-53, 

35-57, 38-60, 42-64, 45-67, 49-71, 52-74, 56-78, 59-81, 63-85, 
65-87, 66-88 
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FIGURE 195 

GGCAAGGCGGCGGCGGCGGCGGCGGCAGCCGCGGTGGCGGCGTGGGGAACATCTCGGCAGCCA 
CCGCGCTTCTCCCGCTGGAGCGGGCGTCCAGCTTGGCTGCCCTCGGTCCTTCCCTGCCACGTT 
TCGGGTCGCCCTGCACCCCCCACCCAGGCTCGCTTCTCTTCGAAGCGGGAAGGGCGCCTTGCA 
GGATCCTGCCGCCCCTCCAACCGGATCCTGGGTCTAGAGCTCCCCAGAGCGAGGCGCTCGCCA 
GGACTCCTGCCCCGCCAACCCTGACCGCCGGGGGGTGCCCCCGGGACGTAGCGCCGCGGAGAG 
GAAGCGGCAAAGGGGACCATSCGGCGCCTGACTCGTCGGCTGGTTCTGCCAGTCTTCGGGGTG 
CTCTGGATCACGGTGCTGCTGTTCTTCTGGGTAACCAAGAGGAAGTTGGAGGTGCCGACGGGA 
CCTGAAGTGCAGACCCCTAAGCCTTCGGACGCTGACTGGGACGACCTGTGGGACCAGTTTGAT 
GAGCGGCGGTATCTGAATGCCAAAAAGTGGCGCGTTGGTGACGACCCCTATAAGCTGTATGCT 
TTCAACCAGCGGGAGAGTGAGCGGATCTCCAGCAATCGGGCCATCCCGGACACTCGCCATCTG 
AGATGCACACTGCTGGTGTATTGCACGGACCTTCCACCCACTAGCATCATCATCACCTTCCAC 
AACGAGGCCCGCTCCACGCTGCTCAGGACCATCCGCAGTGTATTAAACCGCACCCCTACGCAT 
CTGATCCGGGAAATCATATTAGTGGATGACTTCAGCAATGACCCTGATGACTGTAAACAGCTC 
ATCAAGTTGCCCAAGGTGAAATGCTTGCGCAATAATGAACGGCAAGGTCTGGTCCGGTCCCGG 
ATTCGGGGCGCTGACATCGCCCAGGGCACCACTCTGACTTTCCTCGACAGCCACTGTGAGGTG 
AACAGGGACTGGCTCCAGCCTCTGTTGCACAGGGTCAAAGAGGACTACACGCGGGTGGTGTGC 
CCTGTGATCGATATCATTAACCTGGACACCTTCACCTACATCGAGTCTGCCTCGGAGCTCAGA 
GGGGGGTTTGACTGGAGCCTCCACTTCCAGTGGGAGCAGCTCTCCCCAGAGCAGAAGGCTCGG 
CGCCTGGACCCCACGGAGCCCATCAGGACTCCTATCATAGCTGGAGGGCTCTTCGTGATCGAC 
AAAGCTTGGTTTGATTACCTGGGGTW^TATGATATGGACATGGACATCTGGGGTGGGGAGAAC 
TTTGAAATCTCCTTCCGAGTGTGGATGTGCGGGGGCAGCCTAGAGATCGTCCCCTGCAGCCGA 
GTGGGGCACGTCTTCCGGAAGAAGCACCCCTACGTTTTCCCTGATGGAAATGCCAACACGTAT 
ATAAAGAACACCAAGCGGACAGCTGAAGTGTGGATGGATGAATACAAGCAATACTATTACGCT 
GCCCGGCCATTCGCCCTGGAGAGGCCCTTCGGGAATGTTGAGAGCAGATTGGACCTGAGGAAG 
AATCTGCGCTGCCAGAGCTTCAAGTGGTACCTGGAGAATATCTACCCTGAACTCAGCATCCCC 
AAGGAGTCCTCCATCCAGAAGGGCAATATCCGACAGAGACAGAAGTGCCTGGAATCTCAAAGG 
CAGAACAACCAAGAAACCCCAAACCTAAAGTTGAGCCCCTGTGCCAAGGTCAAAGGCGAAGAT 
GCAAAGTCCCAGGTATGGGCCTTCACATACACCCAGCAGATCCTCCAGGAGGAGCTGTGCCTG 
TCAGTCATCACCTTGTTCCCTGGCGCCCCAGTGGTTCTTGTCCTTTGCAAGAATGGAGATGAC 
CGACAGCAATGGACCAAAACTGGTTCCCACATCGAGCACATAGCATCCCACCTCTGCCTCGAT 
ACAGATATGTTCGGTGATGGCACCGAGAACGGCAAGGAAATCGTCGTCAACCCATGTGAGTCC 
TCACTCATGAGCCAGCACTGGGACATGGTGAGCTCTTGAGGACCCCTGCCAGAAGCAGCAAGG 
GCCATGGGGTGGTGCTTCCCTGGACCAGAACAGACTGGAAACTGGGCAGCAAGCAGCCTGCAA 
CCACCTCAGACATCCTGGACTGGGAGGTGGAGGCAGAGCCCCCCAGGACAGGAGCAACTGTCT 
CAGGGAGGACAGAGGAAAACATCACAAGCCAATGGGCTCAAAGACAAATCCCACATGTTCTCA 
AGGCCGTTAAGTTCCAGTCCTGGCCAGTCATTCCCTGATTGGTATCTGGAGACAGAAACCTAA 
TGGGAAGTGTTTATTGTTCCTTTTCCTACA2\AGGAAGCAGTCTCTGGAGGCCAGAAAGAAAAG 
CCTTCTTTTTCACTAGGCCAGGACTACATTGAGAGATGAAGAATGGAGGTTGTTTCCAAAAGA 
AATAAAGAGAAACTTAGAAGTTGTCTCTGGAAAAAAAAAAAAAAAAAAAAAAAAA7\AAAAAAA 
AAAAAAAAAAAAAAAAAA 
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FIGURE 196 

MRRLTRRLVLPVFGVLWITVLLFFWVTKRKLEVPTGPEVQTPKPSDADWDDLWDQFDERRYLN 
AKKWRVGDDPYKLYAFNQRESERISSNRAIPDTRHLRCTLLVYCTDLPPTSIIITFHNEARST 
LLRTIRSVLNRTPTHLIREIILVDDFSNDPDDCKQLIKLPKVKCLRNNERQGLVRSRIRGADI 
AQGTTLTFLDSHCEVNRDWLQPLLHRVKEDYTRVVCPVIDIINLDTFTYIESASELRGGFDWS 
LHFQWEQLSPEQKARRLDPTEPIRTPIIAGGLFVIDKAWFDYLGKYDMDMDIWGGENFEISFR 
VWMCGGSLEIVPCSRVGHVFRKKHPYVFPDGNANTYIKNTKRTAEVWMDEYKQYYYAARPFAL 
ERPFGNVESRLDLRKNLRCQSFKWYLENIYPELSIPKESSIQKGNIRQRQKCLESQRQNNQET 
PNLKLSPCAKVKGEDAKSQVWAFTYTQQILQEELCLSVITLFPGAPVVLVLCKNGDDRQQWTK 
TGSHIEHIASHLCLDTDMFGDGTENGKEIVVNPCESSLMSQHWDMVSS 

Transmembrane domain: 

amino acids 475-493 

cAMP- and cG^lP -dependent: pro-teln kinase phosphoryla'bi.on s±1:e. 

amino acids 2-6 

Tyrosine kinase phosphorylat:lon sites . 

amino acids 68-75^ 401-409 

N-myrls'boyla'tlon slates . 

amino acids 178-184, 186-192, 192-198, 346-352, 383-389, 526-532 
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FIGURE 197 

GCAGCTCACCCTTCGCAGCCGCGATGGGGGAAGACGACGCCGCGCTTCGGGCTGGCAGCAGGGGGCTCTCCGACC 
CGTGGGCAGACTCAGTGGGAGTGCGACCCCGCACCACGGAGCGCCACATCGCCGTACACAAGCGGCTTGTGCTGG 
CCTTCGCTGTGTCCCTCGTGGCATTGCTCGCGGTCACAATGCTCGCTGTGCTGCTCAGCCTGCGCTTCGACGAGT 
GCGGGGCGAGTGCCACGCCAGGCGCCGACGGTGGCCCCTCAGGCTTTCCGGAGCGCGGCGGCAACGGGAGCCTCC 
CTGGATCGGCCCGGCGCAACCACCACGCAGGCGGGGACTCCTGGCAGCCCGAGGCGGGTGGGGTGGCCAGTCCGG 
GGACCACGTCGGCCCAGCCGCCGTCGGAGGAGGAGCGGGAGCCGTGGGAGCCGTGGACGCAGCTGCGCCTGTCGG 
GCCACCTGAAGCCGCTGCACTACAATCTGATGCTCACCGCCTTCATGGAGAACTTCACCTTCTCCGGGGAGGTCA 
ACGTGGAGATCGCGTGCCGGAACGCCACCCGCTACGTAGTGCTGCACGCTTCCCGAGTGGCGGTGGAGAAAGTGC 
AGCTGGCCGAGGACCGGGCGTTCGGGGCTGTCCCTGTAGCCGGTTTTTTCCTCTACCCGCAAACCCAGGTCTTAG 
TGGTGGTGCTGAATAGGACACTGGACGCGCAGAGGAATTACAATCTGAAGATTATCTACAACGCGCTCATCGAGA 
ATGAGCTCCTGGGCTTCTTCCGCAGCTCCTATGTGCTCCACGGGGAGAGAAGATTCCTTGGTGTTACTCAGTTTT 
CGCCTACACATGCCAGAAAGGCATTTCCTTGTTTTGATGAGCCAATCTACAAGGCTACTTTCAAAATCAGCATCA 
AGCATCAAGCAACCT'ATTTATCTTTATCTAATATGCCAGTGGAAACTTCCGTGTTTGAGGAAGATGGATGGGTTA 
CGGATCACTTTTCACAGACCCCTCTCATGTCCACATATTATTTAGCCTGGGCAATTTGCAACTTCACATACAGAG 
AAACTACCACCAAGAGTGGGGTTGTAGTACGATTATATGCAAGACCTGATGCTATCAGAAGAGGATCCGGGGACT 
ATGCTCTCCATATAACAAAGAGATTAATAGAATTTTATGAAGACTACTTTAAAGTGCCCTATTCCTTGCCAAAAC 
TAGATCTTTTAGCTGTGCCTAAGCATCCGTATGCTGCTATGGAGAACTGGGGACTAAGTATTTTTGTGGAACAAA 
GAATACTGCTGGATCCCAGTGTTTCATCTATTTCTTATTTGCTGGATGTCACCATGGTCATTGTTCATGAGATAT 
GTCACCAGTGGTTTGGTGACCTTGTGACGCCTGTGTGGTGGGAAGACGTGTGGCTGAAGGAAGGGTTTGCTCACT 
ACTTTGAATTTGTTGGTACAGACTACCTCTATCCTGGCTGGAACATGGAAAAGCAGAGGTTTCTGACCGATGTTC 
TGCATGAAGTGATGCTGCTGGACGGTTTGGCCAGTTCCCATCCAGTATCACAGGAAGTGCTGCAGGCAACAGATA 
TTGACAGGGTGTTTGACTGGATCGCATATAAAAAGGGTGCTGCTTTAATAAGAATGCTGGCTAATTTTATGGGCC 
ATTCAGTTTTCCAGAGGGGTTTGCAAGATTATTTAACCATTCATAAGTATGGTAATGCAGCCAGAAATGATCTCT 
GGAATACATTATCGGAGGCTTTAAAAAGAAATGGGAAATATGTAAATATACAAGAAGTAATGGATCAGTGGACAC 
TCCAGATGGGTTATCCTGTTATCACCATCTTGGGAAACACAACAGCAGAAAATAGAATAATAATTACCCAACAGC 
ATTTTATCTATGATATCAGTGCTAAAACTAAAGCACTTAAACTTCAGAATAACAGTTACCTGTGGCAGATTCCAT 
TAACTATTGTGGTAGGAAATAGAAGCCATGTGTCTTCAGAAGCAATTATTTGGGTGTCTAACAAATCAGAGCACC 
ACAGAATAACTTATTTGGACAAAGGAAGCTGGCTGCTGGGGAACATCAATCAAACTGGCTATTTTAGAGTCAACT 
ATGACCTAAGGAACTGGAGATTATTAATTGATCAATTAATCCGGAATCATGAGGTTCTTTCTGTCAGTAACCGAG 
CGGGCTTGATCGATGATGCCTTCAGCCTAGCCAGGGCTGGCTATTTGCCTCAGAATATTCCTCTGGAGATTATCA 
GATACCTGTCTGAGGAGAAGGATTTTCTTCCTTGGCATGCTGCCAGCCGAGCTCTTTATCCTCTAGATAAATTAC 
TGGACCGCATGGAAAACTACAACATTTTCAATGAATATATTTTAAAGCAAGTTGCAACAACATATATCAAGCTTG 
GGTGGCCGAAAAATAATTTTAATGGATCTCTTGTTCAAGCATCCTACCAACATGAAGAACTACGTAGAGAAGTTA 
TAATGCTGGCCTGCAGTTTTGGCAACAAGCACTGTCACCAACAGGCATCAACACTTATTTCAGATTGGATTTCCA 
GCAACAGGAACAGAATACCACTAAATGTTAGAGACATCGTATACTGTACAGGAGTGTCACTACTGGATGAGGATG 
TCTGGGAATTCATATGGATGAAATTCCATTCCACCACAGCAGTTTCTGAGAAGAAAATATTATTGGAAGCCTTAA 
CTTGCAGTGATGACAGGAATTTATTAAACAGGCTTCTAAATCTGTCACTGAATTCTGAGGTGGTGCTGGATCAAG 
ATGCAATTGATGTCAT7U\TCCATGTAGCTCGAAATCCACATGGTCGAGACCTTGCCTGG7\AGTTTTTCAGGGATA 
AATGGAAGATATTAAATACCAGGTATGGAGAAGCATTGTTTATGTATTCCAAACTCATCAGTGGTGTCACAGAuAT 
TTCTTAATACTGAAGGTGAACTCAAAGAGCTCAAGAACTTCATGAAAAACTATGATGGGGTAGCTGCTGCTTCTT 
TCTCACGAGCTGTGGAAACTGTCGAAGCCAATGTGCGCTGGAAAATGCTTTACCAAGACGAGCTTTTCCAATGGT 
TAGGAAAAGCTCTAAGACACTAATATATGTATCTTATAAACAT^CAATTCAACTCAGTU^GTTTATGAGAAGACAC 
GCTTTTTGTGGAATGAGGAAAATGTACTACCTAGAAAATGGCCAGATTTTCAGTGTTAACGTGTGGGAGGAATTT 
TTTTTTTTAGTTTTTATTTTTTGGTTTTGGGGGATATTTTTTATTTGTTTCATTCATTCTGTTCTGTTTCTCTAC 
TGGGTGTTCCTCTCTAAAGAAACTCTTGCAAGTGAAACTAGCCATGATTGCTTCAGCTGTACATTCCTTGCTGTA 
CAGGACCAAATATGATAGTGATGCATGTTGATGTTACAGTCAATTTGGAAAAACATATTCAGAATATCTGTGCAT 
GGATATATTGTCCTGCCTGTGTTCCAGCATGCTTATTTCAAACGTCCAGTGTTGTGTGTGAATATGTGTTACACC 
TAGGATGGGCATTATGCAAAAGCACAAAGATTATATATGACAATCAGTATTGCAATGAAAGAAAAACTAAAAACA 
GAAATGATATTCTCAATTTTGGGCAATGTGAGAGGTAAAATAGCCCTTGACATGATGAACATCACTTATTTCAGC 
ACTTGGATTGTCTGGCAATGATTACTGTGTTGCTAACTCATTTTCTTTGAGTTAAAGCTGTGTATACATTTTAAA 
AGGCATATAGATAGTGTATGCATATGTATATGTACATAGGGAAGCCCCATATGTATATAGTATGTTGTACACTGC 
ACATGTACAAAGAATGTCTTCAGATCAAAGAAAATTTATCTCTTTTTATAAACTTAAGGACAGTTGCAAAAGGCT 
TCAAGGAATTTATCTCAACATTATTCTTTCTATGTCCTAACTAAATTTCTCAACTGTTATGAATTTTTCATCTAC 
TTCTTGAACAGTGGTCTATTCTGCTACATGAAGATGAATACAAACAAAATTTTTGTATAAACTCCCAAAAAAAAA 
AAAAAAAAAA 
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FIGURE 198 

MGEDDAALRAGSRGLSDPWADSVGVRPRTTERHIAVHKRLVLAFAVSLVALLAVTMLAVLLSL 
RFDECGASATPGADGGPSGFPERGGNGSLPGSARRNHHAGGDSWQPEAGGVASPGTTSAQPPS 
EEEREPWEPWTQLRLSGHLKPLHYNLMLTAFMENFTFSGEVNVEIACRNATRYWLHASRVAV 
EKVQLAEDRAFGAVPVAGFFLYPQTQVLVWLNRTLDAQRNYNLKIIYNALIENELLGFFRSS 
YVLHGERRFLGVTQFSPTHARKAFPCFDEPIYKATFKISIKHQATYLSLSNMPVETSVFEEDG 
WVTDHFSQTPLMSTYYLAWAICNFTYRETTTKSGVVVRLYARPDAIRRGSGDYALHITKRLIE 
FYEDYFKVPYSLPKLDLLAVPKHPYAAMENWGLSIFVEQRILLDPSVSSISYLLDVTMVIVHE 
ICHQWFGDLVTPVWWEDVWLKEGFAHYFEFVGTDYLYPGWNMEKQRFLTDVLHEVMLLDGLAS 
SHPVSQEVLQATDIDRVFDWIAYKKGAALIRMLANFMGHSVFQRGLQDYLTIHKYGNAARNDL 
WNTLSEALKRNGKYVNIQEVMDQWTLQMGYPVITILGNTTAENRIIITQQHFIYDISAKTKAL 
KLQNNSYLWQIPLTIVVGNRSHVSSEAIIWVSNKSEHHRITYLDKGSWLLGNINQTGYFRVNY 
DLRNWRLLIDQLIRNHEVLSVSNRAGLIDDAFSLARAGYLPQNIPLEIIRYLSEEKDFLPWHA 
ASRALYPLDKLLDRMENYNIFNEYILKQVATTYIKLGWPKNNFNGSLVQASYQHEELRREVIM 
LACSFGNKHCHQQASTLISDWISSNRNRIPLNVRDIVYCTGVSLLDEDVWEFIWMKFHSTTAV 
SEKKILLEALTCSDDRNLLNRLLNLSLNSEVVLDQDAIDVIIHVARNPHGRDLAWKFFRDKWK 
ILNTRYGEALFMYSKLISGVTEFLNTEGELKELKNFMKNYDGVAAASFSRAVETVEANVRWKM 
LYQDELFQWLGKALRH 

Transmembrane domain : 

amino acids 4 4-63 
N-glycosylation slties , 

amino acids 89-93, 160-164, 175-179, 222-226, 338-342, 605-609, 

634-638, 649-653, 663-667, 684-688, 800-804, 906-910 

CAMP- and cGMP- dependent: protein kinase phosphorylai:ion site* 

amino acids 362-366 

Tyrosine kinase phosphoryla'bion site. 

amino acids 520-528 
N-myristeyla'tion sites . 

amino acids 78-84, 87-93, 90-96, 118-124, 501-507, 604-610, 
825-831, 987-993 

Neutral zinc metellopeptidases , zinc-binding region signature. 

amino acids 437-447 
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FIGURE 199 



GCGCCCGGCGCAGCTCGGCCAGAGCGACCGCGGGGCTGAGCGCGCGTCCGCCCAGGGGGCTCCGGAAGCTGCCCC 
GGCCCGCGGCCTCCTCCCTCGCTCCCGCTTCCCCTTTCTCGCTCACCGCCGCCCTCCTTCCCCAGCTCCCTCGCC 
GTCCGCCCGCCCCACAGCCAGCGGCTCCGCGCCCCCTGCAGCCACGATGCCCGCGGCCCGGCCGCCCGCCGCGGG 
ACTCCGCGGGATCTCGCTGTTCCTCGCTCTGCTCCTGGGGAGCCCGGCGGCAGCGCTGGAGCGAGATGCTCTTCC 
CGAGGGAGATGCTAGCCCTTTGGGTCCTTACCTCCTGCCCTCAGGAGCCCCGGAGAGAGGCAGTCCTGGCAAAGA 
GCACCCTGAAGAGAGAGTGGTAACAGCGCCCCCCAGTTCCTCACAGTCGGCGGAAGTGCTGGGCGAGCTGGTGCT 
GGATGGGACCGCACCCTCTGCACATCACGACATCCCAGCCCTGTCACCGCTGCTTCCAGAGGAGGCCCGCCCCAA 
GCACGCCTTGCCCCCCAAGAAGAAACTGCCTTCGCTCAAGCAGGTGAACTCTGCCAGGAAGCAGCTGAGGCCCAA 
GGCCACCTCCGCAGCCACTGTCCAAAGGGCAGGGTCCCAGCCAGCGTCCCAGGGCCTAGATCTCCTCTCCTCCTC 
CACGGAGAAGCCTGGCCCACCGGGGGACCCGGACCCCATCGTGGCCTCCGAGGAGGCATCAGAAGTGCCCCTTTG 
GCTGGATCGAAAGGAGAGTGCGGTCCCTACAACACCCGCACCCCTGCAAATCTCCCCCTTCACTTCGCAGCCCTA 
TGTGGCCCACACACTCCCCCAGAGGCCAGAACCCGGGGAGCCTGGGCCTGACATGGCCCAGGAGGCCCCCCAGGA 
GGACACCAGCCCCATGGCCCTGATGGACAAAGGTGAGAATGAGCTGACTGGGTCAGCCTCAGAGGAGACCCAGGA 
GACCACTACCTCCACCATTATCACCACCACGGTCATCACCACCGAGCAAGCACCAGCTCTCTGCAGTGTGAGCTT 
CTCCAATCCTGAGGGGTACATTGACTCCAGCGACTACCCACTGCTGCCCCTCAACAACTTTCTGGAGTGCACATA 
CAACGTGACAGTCTACACTGGCTATGGGGTGGAGCTCCAGGTGAAGAGTGTGAACCTGTCCGATGGGGAACTGCT 
CTCCATCCGCGGGGTGGACGGCCCTACCCTGACCGTCCTGGCCAACCAGACACTCCTGGTGGAGGGGCAGGTAAT 
CCGAAGCCCCACCAACACCATCTCCGTCTACTTCCGGACCTTCCAGGACGACGGCCTTGGGACCTTCCAGCTTCA 
CTACCAGGCCTTCATGCTGAGCTGCAACTTTCCCCGCCGGCCTGACTCTGGGGATGTCACGGTGATGGACCTGCA 
CTCAGGTGGGGTGGCCCACTTTCACTGCCACCTGGGCTATGAGCTCCAGGGCGCTAAGATGCTGACATGCATCAA 
TGCCTCCAAGCCGCACTGGAGCAGCCAGGAGCCCATCTGCTCAGCTCCTTGTGGAGGGGCAGTGCACAATGCCAC 
CATCGGCCGCGTCCTCTCCCCAAGTTACCCTGAAAACACAAATGGGAGCCAATTCTGCATCTGGACGATTGAAGC 
TCCAGAGGGCCAGAAGCTGCACCTGCACTTTGAGAGGCTGTTGCTGCATGACAAGGACAGGATGACGGTTCACAG 
CGGGCAGACCAACAAGTCAGCTCTTCTCTACGACTCCCTTCAAACCGAGAGTGTCCCTTTTGAGGGCCTGCTGAG 
CGAAGGCAACACCATCCGCATCGAGTTCACGTCCGACCAGGCCCGGGCGGCCTCCACCTTC7UVCATCCGATTTGA 
AGCGTTTGAGAAAGGCCACTGCTATGAGCCCTACATCCAGAATGGGAACTTCACTACATCCGACCCGACCTATAA 
CATTGGGACTATAGTGGAGTTCACCTGCGACCCCGGCCACTCCCTGGAGCAGGGCCCGGCCATCATCGAATGCAT 
CAATGTGCGGGACCCATACTGGAATGACACAGAGCCCCTGTGCAGAGCCATGTGTGGTGGGGAGCTCTCTGCTGT 
GGCTGGGGTGGTATTGTCCCCAAACTGGCCCGAGCCCTACGTGGAAGGTGAAGATTGTATCTGGAAGATCCACGT 
GGGAGAAGAGAAACGGATCTTCTTAGATATCCAGTTCCTG/^TCTGAGCAACAGTGACATCTTGACCATCTACGA 
TGGCGACGAGGTCATGCCCCACATCTTGGGGCAGTACCTTGGGAACAGTGGCCCCCAGAAACTGTACTCCTCCAC 
GCCAGACTTAACCATCCAGTTCCATTCGGACCCTGCTGGCCTCATCTTTGGAAAGGGCCAGGGATTTATCATGAA 
CTACATAGAGGTATCAAGGAATGACTCCTGCTCGGATTTACCCGAGATCCAGAATGGCTGGAAAACCACTTCTCA 
CACGGAGTTGGTGCGGGGAGCCAGAATCACCTACCAGTGTGACCCCGGCTATGACATCGTGGGGAGTGACACCCT 
CACCTGCCAGTGGGACCTCAGCTGGAGCAGCGACCCCCCATTTTGTGAGTSlAAATTATGTACTGCACCGACCCCGG 
AGAGGTGGATCACTCGACCCGCTTAATTTCGGATCCTGTGCTGCTGGTGGGGACCACCATCCAATACACCTGCAA 

ccccggttttgtgcttgaagggagttctcttctgacctgctacagccgtgaaacagggactcccatctggacgtc 

TCGCCTGCCCCACTGCGTTTCGGAGGAGTCCCTGGCATGTGACAACCCAGGGCTGCCTGAAAATGGATACCAAAT 

cctgtacaagcgactctacctgccaggagagtccctcaccttcatgtgctacgaaggctttgagctcatgggtga 

AGTGACCATCCGCTGCATCCTGGGACAGCCATCCCACTGGAACGGGCCCCTGCCCGTGTGTAAAGTTAATCAAGA 

cagttttgaacatgctttagaagcagaagcggcagcagagacgtcgctggaaggggggaacatggccctggctat 

CTTCATCCCGGTCCTCATCATCTCCTTACTGCTGGGAGGAGCCTACATTTACATCACAAGATGTCGCTACTATTC 
CAACCTCCGCCTGCCTCTGATGTACTCCCACCCCTACAGCCAGATCACCGTGG/y^ACCGAGTTTGACAACCCCAT 
TTACGAGACAGGGGAAACCAGAGAGTATGAGGTTTCTATCTAAAGAGAGCTACACTTGAGAAGGGGACTTGTGAA 
CTCAACCACAATCTCCTCGAGACATTCATCCAGAGACCATGTGGCACTTGATTGAAACCCCAGAATGTCGACTGT 
CTTTTGTTTAGACTCTTTATCAAAGGTTTACTGTTTTCTTCCCTGTATTTATTATATTTAAAAGTGAAAAAAAAA 

AAAAAAAAAAA 
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FIGURE 200 

MPAARPPAAGLRGISLFLALLLGSPAAALERDALPEGDASPLGPYLLPSGAPERGSPGKEHPE 

ERVVTAPPSSSQSAEVLGELVLDGTAPSAHHDIPALSPLLPEEARPKHALPPKKKLPSLKQVN 

SARKQLRPKATSAATVQRAGSQPASQGLDLLSSSTEKPGPPGDPDPIVASEEASEVPLWLDRK 

ESAVPTTPAPLQISPFTSQPYVAHTLPQRPEPGEPGPDMAQEAPQEDTSPMALMDKGENELTG 

SASEESQETTTST I ITTTVITTEQAPALCSVS FSN PEGYI DSSDY PLLPLNN FLECTYNVTVY 

TGYGVELQVKSVNLSDGELLSIRGVDGPTLTVLANQTLLVEGQVIRSPTNTISVYFRTFQDDG 

LGTFQLHYQAFMLSCNFPRRPDSGDVTVMDLHSGGVAHFHCHLGYELQGAKMLTCINASKPHW 

SSQEPICSAPCGGAVHNATIGRVLSPSYPENTNGSQFCIWTIEAPEGQKLHLHFERLLLHDKD 

RMTVHSGQTNKSALLYDSLQTESVPFEGLLSEGNTIRIEFTSDQARAASTFNIRFEAFEKGHC 

YEPYIQNGNFTTSDPTYNIGTIVEFTCDPGHSLEQGPAIIECINVRDPYWNDTEPLCRAMCGG 

ELSAVAGVVLSPNWPEPYVEGEDCIWKIHVGEEKRIFLDIQFLNLSNSDILTIYDGDEVMPHI 

LGQYLGNSGPQKLYSSTPDLTIQFHSDPAGLIFGKGQGFIMNYIEVSRNDSCSDLPEIQNGWK 

TTSHTELVRGARITYQCDPGYDIVGSDTLTCQWDLSWSSDPPFCEKIiyiYCTDPGEVDHSTRLI 

SDPVLLVGTTIQYTCNPGFVLEGSSLLTCYSRETGTPIWTSRLPHCVSEESLACDNPGLPENG 

YQILYKRLYLPGESLTFMCYEGFELMGEVTIRCILGQPSHWNGPLPVCKVNQDSFEHALEAEA 

AAETSLEGGNMALAIFIPVLIISLLLGGAYIYITRCRYYSNLRLPLMYSHPYSQITVETEFDN- 

PIYETGETREYEVSI 

Signal pept:lde: 

amino acids 1-28 
Transmembrane domain: 
amino acids 893-915 
N-glycosylation sites . 

amino acids 311-315, 328-332, 350-354, 435-439, 458-462, 474-478, 
514-518, 576-580, 618-622, 674-678, 742-746 

cAMP- and cOdP-dependenI: pro'tein kinase phosphoryla-tion site, 
amino acids 188-192 
N-myristoylation sites. 

amino acids 23-29, 87-93, 146-152, 454-460, 475-481, 575-581, 
629-635, 695-701, 723-729, 766-772, 877-883, 953-959 
Prokaryotic membrane lipoprotein lipid attachment site. 

amino acids 383-394 
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FIGURE 201 

G ATG GCTACGGCAGGGGGTGGCTCTGGGGCTGACCCGGGAAGTCG6GGTCTCCTTCGCCTTCT 
GTCTTTCTGCGTCCTACTAGCAGGTTTGTGCAGGGGAAACTCAGTGGAGAGGAAGATATATAT 
CCCCTTAAATAAAACAGCTCCCTGTGTTCGCCTGCTCAACGCCACTCATCAGATTGGCTGCCA 
GTCTTCAATTAGTGGAGACACAGGGGTTATCCACGTAGTAGAGAAAGAGGAGGACCTACAGTG 
GGTATTGACTGATGGCCCCAACCCCCCTTACATGGTTCTGCTGGAGAGCAAGCATTTTACCAG 
GGATTTAATGGAGAAGCTG/yVAGGGAGAACCAGCCGAATTGCTGGTCTTGCAGTGTCCTTGAC 
CAAGCCCAGTCCTGCCTCAGGCTTCTCTCCTAGTGTACAGTGCCCAAATGATGGGTTTGGTGT 
TTACTCCAATTCCTATGGGCCAGAGTTTGCTCACTGCAGAGAAATACAGTGGAATTCGCTGGG 
CAATGGTTTGGCTTATGAAGACTTTAGTTTCCCCATCTTTCTTCTTGAAGATGAAAATGAAAC 
CAAAGTCATCAAGCAGTGCTATCAAGATCACAACCTGAGTCAGAATGGCTCAGCACCT^CCTT 
CCCACTATGTGCCATGCAGCTCTTTTCACACATGCATGCTGTCATCAGCACTGCCACCTGCAT 
GCGGCGCAGCTCCATCCTW^GCACCTTCAGCATCAACCCAGAAATCGTCTGTGACCCCCTGTC 
TGATTACAATGTGTGGAGCATGCTAAAGCCTATAT^ATACAACTGGGACATTAAAGCCTGACGA 
CAGGGTTGTGGTTGCTGCCACCCGGCTGGATAGTCGTTCCTTTTTCTGGAATGTGGCCCCAGG 
GGCTGAAAGCGCAGTGGCTTCCTTTGTCACCCAGCTGGCTGCTGCTGAAGCTTTGCAAAAGGC 
ACCTGATGTGACCACCCTGCCCCGCAATGTCATGTTTGTCTTCTTTCAAGGGGAAACTTTTGA 
CTACATTGGCAGCTCGAGGATGGTCTACGATATGGAGAAGGGCAAGTTTCCCGTGCAGTTAGA 
GAATGTTGACTCATTTGTGGAGCTGGGACAGGTGGCCTTAAGAACTTCATTAGAGCTTTGGAT 
GCACACAGATCCTGTTTCTCAGAAAAATGAGTCTGTACGGAACCAGGTGGAGGATCTCCTGGC 
CACATTGGAGAAGAGTGGTGCTGGTGTCCCTGCTGTCATCCTCAGGAGGCCAAATCAGTCCCA 
GCCTCTCCCA'CCATCTTCCCTGCAGCGATTTCTTCGAGCTCGAAACATCTCTGGCGTTGTTCT 
GGCTGACCACTCTGGTGCCTTCCATAACAAATATTACCAGAGTATTTACGACACTGCTGAGAA 
CATTAATGTGAGCTATCCCGAATGGCTGAGCCCTGAAGAGGACCTGAACTTTGTAACAGACAC 
TGCCAAGGCCCTGGCAGATGTGGCCACGGTGCTGGGACGTGCTCTGTATGAGCTTGCAGGAGG 
AACCAACTTCAGCGACACAGTTCAGGCTGATCCCCAAACGGTTACCCGCCTGCTCTATGGGTT 
CCTGATTAAAGCCAACAACTCATGGTTCCAGTCTATCCTCAGGCAGGACCTAAGGTCCTACTT 
GGGTGACGGGCCTCTTCAACATTACATCGCTGTCTCCAGCCCCACCAACACCACTTATGTTGT 
ACAGTATGCCTTGGCAAATTTGACTGGCACAGTGGTCAACCTCACCCGAGAGCAGTGCCAGGA 
TCCAAGTAAAGTCCCAAGTGAAAACAAGGATCTGTATGAGTACTCATGGGTCCAGGGCCCTTT 
GCATTCTAATGAGACGGACCGACTCCCCCGGTGTGTGCGTTCTACTGCACGATTAGCCAGGGC 
CTTGTCTCCTGCCTTTGAACTGAGTCAGTGGAGCTCTACTGAATACTCTACATGGACTGAGAG 
CCGCTGGAAAGATATCCGTGCCCGGATATTTCTCATCGCCAGCAAAGAGCTTGAGTTGATCAC 
CCTGACAGTGGGCTTCGGCATCCTCATCTTCTCCCTCATCGTCACCTACTGCATCAATGCCAA 
AGCTGATGTCCTTTTCATTGCTCCCCGGGAGCCAGGAGCTGTGTCATACTGAGGAGGACCCCA 
GCTTTTCTTGCCAGNTCAGCAGTTCACTTCCTAGAGCATCTGTCCCACTGGGACACAACCACT 
AATTTGTCACTGGAACCTCCCTGGGCCTGTCTCAGATTGGGATTAACATAAAAGAGTGGAACT 
ATCCAAAAGAGACAGGGAGAAATAAATAAATTGCCTCCCTTCCTCCGCTCCCCTTTCCCATCA 
CCCCTTCCCCATTTCCTCTTCCTTCTCTACTCATGCCAGATTTTGGGATTACAAATAGAAGCT 
TCTTGCTCCTGTTTAACTCCCTAGTTACCCACCCTAATTTGCCCTTCAGGACCCTTCTACTTT 
TTCCTTCCTGCCCTGTACCTCTCTCTGCTCCTCACCCCCACCCCTGTACCCAGCCACCTTCCT 
GACTGGGAAGGACATAAAAGGTTTAATGTCAGGGTCAAACTACATTGAGCCCCTGAGGACAGG 
GGCATCTCTGGGCTGAGCCTACTGTCTCCTTCCCACTGTCCTTTCTCCAGGCCCTCAGATGGC 
ACATTAGGGTGGGCGTGCTGCGGGTGGGTATCCCACCTCCAGCCCACAGTGCTCAGTTGTACT 
TTTTATT7U\GCTGTAATATCTATTTTTGTTTTTGTCTTTTTCCTTTATTCTTTTTGTAAATAT 
ATATATAATGAGTTTCATTAAAATAGATTATCCC 
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FIGURE 202 

MATAGGGSGADPGSRGLLRLLSFCVLLAGLCRGNSVERKIYIPLNKTAPCVRLLNATHQIGCQ 
SSISGDTGVIHVVEKEEDLQWVLTDGPNPPYMVLLESKHFTRDLMEKLKGRTSRIAGLAVSLT 
KPSPASGFSPSVQCPNDGFGVYSNSYGPEFAHCREIQWNSLGNGLAYEDFSFPIFLLEDENET 
KVIKQCYQDHNLSQNGSAPTFPLCAMQLFSHMHAVISTATCMRRSSIQSTFSINPEIVCDPLS 
DYNVWSMLKPINTTGTLKPDDRVVVAATRLDSRSFFWNVAPGAESAVASFVTQLAAAEALQKA 
PDVTTLPRNVMFVFFQGETFDYIGSSRMVYDMEKGKFPVQLENVDSFVELGQVALRTSLELWM 
HTDPVSQKNESVRNQVEDLLATLEKSGAGVPAVILRRPNQSQPLPPSSLQRFLRARNISGVVL 
ADHSGAFHNKYYQSIYDTAENINVSYPEWLSPEEDLNFVTDTAKALADVATVLGRALYELAGG 
TNFSDTVQADPQTVTRLLYGFLIKANNSWFQSILRQDLRSYLGDGPLQHYIAVSSPTNTTYVV 
QYALANLTGTVVNLTREQCQDPSKVPSENKDLYEYSWVQGPLHSNETDRLPRCVRSTARLARA 
LSPAFELSQWSSTEYSTWTESRWKDIRARIFLIASKELELITLTVGFGILIFSLIVTYCINAK 
ADVLFIAPREPGAVSY 

Signal peplixde: 

amino acids 1-33 

Transmembrane dozoain : 

amino acids 671-692 

N-glycosylation sit:es . 

amino acids 45-49, 55-59, 187-191, 200-204, 204-208, 264-268, 

387-391, 417-421, 435-439, 464-468, 506-510, 530-534, 562-566, 
573-577, 580-584, 612-616 

Glycosaminoglycan at'bachment: sit:e. 

amino acids 404-408 

cAMP- and cGSiP-dependent: protein kinase phosphoryla1:±on site. 

amino acids 232-236 

N-myrlstoylat:xon site. 

amino acids 5-11, 6-12, 9-15, 29-35, 61-67, 120-126, 146-152, 
168-174, 205-211, 294-300, 438-444, 446-452, 504-510, 576-582- 
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FIGURE 203 

GCTAGACCGAGCCCTGGGAGGCTACGGGCTCCCCCGGA/^CCCTGCCAGGGGAGCCGGGTTTT 
GAGCTCAGGCGCCTCTAGCGGCGGCCCCCAGAAATCTGACTCGCGAGGCCAGAGTTGCAGGGA 
CTGAATAGCAAACTGAGGCTGAGTAGGGAACAGACCATGAGGTCAGTGCAGATCTTCCTCTCC 
CAATGCCGTTTGCTCCTTCTACTAGTTCCGACAATGCTCCTTAAGTCTCTTGGCGAAGATGTA 
ATTTTTCACCCTGAAGGGGAGTTTGACTCGTATGAAGTCACCATTCCTGAGAAGCTGAGCTTC 
CGGGGAGAGGTGCAGGGTGTGGTCAGTCCCGTGTCCTACCTACTGCAGTTAAAAGGCAAGAAG 
CACGTCCTCCATTTGTGGCCCAAGAGACTTCTGTTGCCCCGACATCTGCGCGTTTTCTCCTTC 
ACAGAACATGGGGAACTGCTGGAGGATCATCCTTACATACCAAAGGACTGCAACTACATGGGC 
TCCGTGAAAGAGTCTCTGGACTCTAAAGCTACTATAAGCACATGCATGGGGGGTCTCCGAGGT 
GTATTTAACATTGATGCCAAACATTACCAAATTGAGCCCCTCAAGGCCTCTCCCAGTTTTGAA 
CATGTCGTCTATCTCCTGAAGAAAGAGCAGTTTGGGAATCAGGTTTGT 

GAAATAGAATGGCAGATGGCCCCTTATGAGAATAAGGCGAGGCTAAGGGACTTTCCTGGATCC 
TAT7U\ACACCCAAAGTACTTGGAATTGATCCTACTCTTTGATCAAAGTAGGTATAGGTTTGTG 
AACAACAATCTTTCTCAAGTCATACATGATGCCATTCTTTTGACTGGGATTATGGACACCTAC 
TTTCAAGATGTTCGTATGAGGATACACTTAAAGGCTCTTGAAGTATGGACAGATTTT7y\C7y\A 
ATACGCGTTGGATATCCAGAGTTAGCTGAAGTTTTAGGCAGATTTGTAATATATAAAAAAAGT 
GTATTAAATGCTCGCCTGTCATCAGATTGGGCACATTTATATCTTCAAAGAAAATATAATGAT 
GCTCTTGCATGGTCGTTTGGAAAAGTGTGTTCTCTAGAATATGCTGGATCAGTGAGTACTTTA 
CTAGATACAAATATCCTTGCCCCTGCTACCTGGTCTGCTCATGAGCTGGGTCATGCTGTAGGA 
ATGTCACATGATGAACAATACTGCCAATGTAGGGGTAGGCTTAATTGCATCATGGGCTCAGGA 
CGCACTGGGTTTAGCAATTGCAGTTATATCTCTTTTTTTAAACATATCTCTTCGGGAGCAACA 
TGTCTAAATAATATCCCAGGACTAGGTTATGTGCTTAAGAGATGTGGAAACAAT^ATTGTGGAG 
GACAATGAGGAATGTGACTGTGGTTCCACAGAGGAGTGTCAGAAAGATCGGTGTTGCCAATCA 
AATTGTAAGTTGCAACCAGGTGCCAACTGTAGCATTGGACTTTGCTGTCATGATTGTCGGTTT 
CGTCCATCTGGATACGTGTGTAGGCAGGAAGGAAATGAATGTGACCTTGCAGAGTACTGCGAC 
GGGAATTCAAGTTCCTGCCCAAATGACGTTTATAAGCAGGATGGAACCCCTTGCAAGTATGAA 
GGCCGTTGTTTCAGGAAGGGGTGCAGATCCAGATATATGCAGTGCCAAAGCATTTTTGGACCT 
GATGCCATGGAGGCTCCTAGTGAGTGCTATGATGCAGTTAACTTAATAGGTGATCAATTTGGT 
AACTGTGAGATTACAGGAATTCGAAATTTTAAAAAGTGTGAAAGTGCAAATTCAATATGTGGC 
AGGCTACAGTGTATAAATGTTGAAACCATCCCTGATTTGCCAGAGCATACGACTATAATTTCT 
ACTCATTTACAGGCAGAAAATCTCATGTGCTGGGGCACAGGCTATCATCTATCCATGAAACCC 
ATGGGAATACCTGACCTAGGTATGATAAATGATGGCACCTCCTGTGGAGAAGGCCGGGTATGT 
TTTAAAAAAAATTGCGTCAATAGCTCAGTCCTGCAGTTTGACTGTTTGCCTGAGAAATGCAAT 
ACCCGGGGTGTTTGCAACAACAGAAAAAACTGCCACTGCATGTATGGGTGGGCACCTCCATTC 
TGTGAGGAAGTGGGGTATGGAGGAAGCATTGACAGTGGGCCTCCAGGACTGCTCAGAGGGGCG 
ATTCCCTCGTCAATTTGGGTTGTGTCCATCATAATGTTTCGCCTTATTTTATTAATCCTTTCA 
GTGGTTTTTGTGTTTTTCCGGCAAGTGATAGGAAACCACTTAAAACCCAAACAGGAAAAAATG 
CCACTATCCAAAGCATyiLAACTGAACAGGAAGAATCTAAAACAAAAACTGTACAGGAAGAATCT 
AAAACAAAAACTGGACAGGAAGAATCTGAAGCAAAAACTGGACAGGAAGAATCTAAAGCAA7U\ 
ACTGGACAGGAAGAATCTAAAGCAAACATTGAAAGTAAACGACCCAAAGCAAAGAGTGTCAAG 
AAACi\AAAAAAGTAACCGGGCAATCCATACTCATTCAGTAACACAGGCTCATTTATTTAACCA 
GCTAATCATTTATCCAAAGGCTTTCCATTCTTCTCCCAATATTTTTTTACTTTAATTTTTCCC 
ACAAGTTTTGATCAGCAAATAAACAGCATTCTTGTTTTGGAAACAAAAA 
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FIGURE 204 

MRSVQIFLSQCRLLLLLVPTMLLKSLGEDVIFHPEGEFDSYEVTIPEKLSFRGEVQGVVSPVS 
YLLQLKGKKHVLHLWPKRLLLPRHLRVFSFTEHGELLEDHPYIPKDCNYMGSVKESLDSKATI 
STCMGGLRGVFNIDAKHYQIEPLPCASPSFEHVVYLLKKEQFGNQVCGLSDDEIEWQMAPYENK 
ARLRDFPGSYKHPKYLELILLFDQSRYRFVNNNLSQVIHDAILLTGIMDTYFQDVRMRIHLKA 
LEVWTDFNKIRVGYPELAEVLGRFVIYKKSVLNARLSSDWAHLYLQRKYNDALAWSFGKVCSL 
EYAGSVSTLLDTNILAPATWSAHELGHAVGMSHDEQYCQCRGRLNCIMGSGRTGFSNCSYISF 
FKHISSGATCLNNIPGLGYVLKRCGNKIVEDNEECDCGSTEECQKDRCCQSNCKLQPGANCSI 
GLCCHDCRFRPSGYVCRQEGNECDLAEYCDGNSSSCPNDVYKQDGTPCKYEGRCFRKGCRSRY 
MQCQSIFGPDAMEAPSECYDAVNLIGDQFGNCEITGIRNFKKCESANSICGRLQCINVETIPD 
LPEHTTIISTHLQAENLMCWGTGYHLSMKPMGIPDLGMINDGTSCGEGRVCFKKNCVNSSVLQ 
FDCLPEKCNTRGVCNNRKNCHCMYGWAPPFCEEVGYGGSIDSGPPGLLRGAIPSSIWVVSIIM 
FRLILLILSWFVFFRQVIGNHLKPKQEKMPLSKAKTEQEESKTKTVQEESKTKTGQEESEAK 
TGQEESKAKTGQEESKANIESKRPKAKSVKKQKK 

Signal pep1:±cie: 
amino acids 1-27 
Transmembrane domain : 
amino acids 684-705 
N-glycosYlat:±on sx-kes . 

amino acids. 222-226, 372-376, 438-442, 473-477, 625-629 
N-myristoylation sli:es . 

amino acids 131-137, 168-174, 235-241, 319-325, 364-370, 436-442, 

472-478, 609-615, 642-648, 668-674, 676-680, 680-686, 749-755, 

758-764, 767-773 

Amida^ion s±t:e« 

amino acids 69-73 

Disxntegrxns pro'telns 

amino acids 429-479 

E6F-lxke domain proteins 

amino acids 650-662 

Neut:ral zinc metiallopepbldases , zlnc-blndlng region probelns 

amino acids 335-345 
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FIGURE 205 

CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGGGAAGGTTGAATGGGGTAGAAGGCCTG 
TTGTGGAGGGAAACCACCCATCCTCCTGCCTCCCACCACCACCATCATCCTGGCTGGACGGAG 
AGGGTGACGGGGGCTGGGAAGGGGCAGCTCATGTTCAGGTTTCCAGGAGGGGCTACCTGTTGA 
CTGTCTTTGCAGGAAGAAGAAAACACCTGAGTGACCAGATGTCCCAGCTCCAGGTGCCTTGCC 
AGATGGCCAGAACCACACCTCTTGAAGAGTGACAGTGCTGTGGAGCATGGTTTCTGCACACCT 
GGAATGACTGGAACCCCAAAGACTCAAGAAGGAGCTAAAGATCTTGAAGTAGACATGAATAAA 
ACAGAAGGCTGTGGACCACCTGTCGAGATGGAGAAGTCCTTCTGAGGCTATCCAAACACGGAC 
CAGGCCATGAGACCCCGATGACCATCCCTGAATTTTTTCGAGAGTCAGTCAACCGATTTGGT^ 
CTTATCCAGCCCTCCCATCCAAGAATGGCAAAAAGTGGGAAATTCTGAATTTCAACCAGTACT 
ATGAGGCTTGTCGGAAGGCTGCT^AAATCCTTGATCAAGCTGGGTTTGGAGCGTTTCCACGGAG 
TTGGTATCCTGGGGTTTAACTCTGCAGAGTGGTTTATCACTGCTGTTGGTGCCATCCTAGCCG 
GGGGTCTTTGTGTTGGTATTTATGCCACCAACTCTGCCGAGGCTTGTCAATATGTCATCACTC 
ATGCCAAAGTGAACATCTTGCTGGTTGAG/IATGATCAACAGTTACAGAAAATCCTTTCGATTC 
CACAGAGCAGCCTAGAGCCCCTAAAAGCGATCATCCAGTACAGACTGCCAATGAAGAAGAACA 
AC/^CTTGTACTCTTGGGATGATTTCATGGAACTTGGCAGAAGTATCCCTGACACCCAACTGG 
AGCAGGTCATCGAGAGCCAGAAGGCGAATCAATGCGCAGTGCTCATCTACACTTCAGGGACCA 
CAGGCATACCCAAGGGAGTGATGCTCAGTCATGACAACATCACGTGGATTGCAGGAGCAGTGA 
CAAAGGACTTTAAACTGACAGACAAGCATGAGACGGTGGTTAGCTACCTCCCACTCAGCCATA 
TTGCAGCACAGATGATGGACATCTGGGTACCCATAAAGATTGGGGCGCTCACATACTTTGCTC 
AAGCAGATGCTCTCAAGGGCACCTTGGTAAGTACTCTAAAGGAGGTAAAACCTACTGTCTTCA 
TTGGAGTGCCTCAAATTTGGGAGAAGATACATGAGATGGTGAAGAAAAATAGTGCCT^GTCCA 
TGGGCTTGAAGAAGAAGGCATTCGTGTGGGCAAGAAACATTGGCTTCAAGGTCAACTCAAAAA 
AGATGTTGGGGAAATATAATACTCCCGTGAGCTACCGCATGGCTAAGACTCTCGTGTTCAGCA 
AAGTCAAGACATCCCTTGGCTTGGATCACTGTCACTCTTTTATCAGTGGGACTGCGCCCCTCA 
ACCAAGAGACTGCCGAGTTCTTTCTAAGCTTGGACATACCTATAGGCGAGTTGTATGGGTTGA 
GTGAGAGCTCGGGACCCCACACGATATCCAACCAGAATAACTACAGGCTTCTAAGCTGTGGCA 
AGATCTTGACTGGGTGTT^GAATATGCTGTTCCAGCAGAACAAGGATGGCATTGGGGAGATCT 
GCCTCTGGGGTAGGCACATCTTCATGGGCTATCTGGAAAGTGAGACTGAAACTACAGAGGCCA 
TCGATGATGAAGGCTGGCTACACTCTGGGGATCTGGGCCAGCTGGACGGTCTGGGTTTCCTCT 
ATGTCACCGGCCACATCAAAGAAATCCTTATCACTGCTGGTGGTGAAAATGTGCCCCCCATTC 
CTGTTGAGACCTTGGTTAAGAAGAAGATCCCCATCATCAGTAACGCCATGTTAGTAGGAGATA 
AACTGAAGTTTCTGAGCATGTTGCTGACGCTGAAGTGTGAGATGAATCAGATGAGCGGAGAAC 
CTCTGGACAAGCTGAACTTCGAGGCCATCAACTTCTGTCGGGGTCTGGGCAGCCAGGCATCCA 
CCGTGACTGAGATTGTGAAGCAGCAAGACCCCCTGGTCTACAAGGCCATCCAGCAAGGCATCA 
ATGCTGTGAACCAGGAAGCCATGAACAATGCACAGAGGATTGAAAAGTGGGTCATCTTGGAGA 
AGGACTTTTCCATCTATGGTGGAGAGCTAGGTCCAATGATGAAACTTAAGAGACATTTTGTAG 
CCCAGAAATACAAAAAACAAATTGATCACATGTACCACTGACTGCTTTGATGGAGCTGCTCTC 
AGCTGTTCTGATGCCTTCAGCAGGAAGACCTCATTGCAATAAGTGAAATGCTGCTCTAGGTAG 
AAGCTCTCCCTGCTGTTTTTAAGAAGCCACATTCCTCATTGGTCAGTTTCTTGATTGTTCGTC 
TGTTGGAGAGGTGCTCCCTAGAAGAACCTGCCATACGTTTCAAAGCAATAAAATCACTGTATA 
TCTTTCTAAGGACCTTCAAGTCATGACTCCAGGGAAGCCTATTGGGAAGTCTACTAAAAACTG 
CCTGATTTACAAGAAAGACCTGAACTTGTGGGCTCCCATTTGATTTTTTTCTCCTCAGGGGAC 
TCAGACATTAGTVAAGAAAAAGCCTCACAGATTTGAAGAACTGGACCCCCAAATCAACTCACCT 
GCCTGGAAGCAACTGGGAAACCCTTCCi\ATAAGTCCTGATAATAAAGCACTTCAGGGTCCCAA 
AAAAAAAAAA 
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FIGURE 206 

MTIPEFFRESVNRFGTYPALPSKNGKKWEILNFNQYYEACRKAAKSLIKLGLERFHGVGILGF 
NSAEWFITAVGAILAGGLCVGIYATNSAEACQYVITHAKVNILLVENDQQLQKILSIPQSSLE 
PLKAIIQYRLPMKKNNNLYSWDDFMELGRSIPDTQLEQVIESQKANQCAVLIYTSGTTGIPKG 
VMLSHDNITWIAGAVTKDFKLTDKHETWSYLPLSHIAAQMMDIWVPIKIGALTYFAQADALK 
GTLVSTLKEVKPTVFIGVPQIWEKIHEMVKKNSAKSMGLKKKAFVWARNIGFKVNSKKMLGKY 
NTPVSYRMAKTLVFSKVKTSLGLDHCHSFISGTAPLNQETAEFFLSLDIPIGELYGLSESSGP 
HTISNQNNYRLLSCGKILTGCKNMLFQQNKDGIGEICLWGRHIFMGYLESETETTEAIDDEGW 
LHSGDLGQLDGLGFLYVTGHIKEILITAGGENVPPIPVETLVKKKIPIISNAMLVGDKLKFLS 
MLLTLKCEMNQMSGEPLDKLNFEAINFCRGLGSQASTVTEIVKQQDPLVYKAIQQGINAVNQE 
AMNNAQRIEKWVILEKDFSIYGGELGPMMKLKRHFVAQKYKKQIDHMYH 

Signal pept:ide: 
amino acids 1-22 
Transmembrane domain: 
amino acids 65-86 
N-glycosylatxon s±t:e. 
amino acids 196-200 

cAMP- and cGMP- dependent protein kinase phosphorylation site. 

amino acids 282-286 

Tyrosine kinase phosphorylation sites . 

amino acids 547-555, 608-616 
N-myrlstoylatlon sites - 

amino acids 15-21, 74-80, 80-86, 84-90, 185-191, 189-195, 
253-259, 337-343, 371-377, 448-454, 536-542 
Amldatlon site, 
amino acids 24-28 

Putative AMP-blndlng domain signature. 

amino acids 177-189 

Putative AMP-blndlng domain proteins. 

amino acids 173-190 



BNSDOCIO: <WO ^014046eA2J_> 



wo 01/40466 



PCT/USOO/32678 



207/550 

FIGURE 207 

CCCACGCGTCCGCCCACGCGTCCGCGGACGCGTGGGGCCAGATCGCGGCCGGCGCCAGCGCCA 

CCGTCCGGTCCACCCGCCAGCCCGCACAGCCGCGCCGCCGCCGAGCGTTTCGTGAGCGGCGCT 

CCGAGGATCAGGAATGGGGCTTCGGGCGCTGGGCGCGCTCCGAACCCGGCGCACGTAAGAGCC 

TGGGAGCGCCCGAGCCGCCCGGCTGCCCGGAGCCCCATCGCCTAGGACCGGGAGATGCTGGAA 

ATGCAACCGCCTGTTCCCCGAGGAGCCGCTGCCCCCGGGACCCCCTGGCACTGTGCGCACCCT 

GGTCAGCAGCCCCCGGAGAAGACGGCGCCCCCAACGCCCGACCCGCGTGGCCGTGGCAGCGCC 

ACGCGAGCCCTCTAGGCGACCGCAGGGCCACAGCAGCTCAGCCGCCGGTGCCCCCTCGGAAAC 

CATGACCCCCGGCGCGGGCCCATGGAGCCATGGCCTATAGGGTCCTGGGCCGCGCGGGGCCAC 

CTCAGCCGCGGAGGGCGCGCAGGCTGCTCTTCGCCTTCACGCTCTCGCTCTCCTGCACTTACC 

TGTGTTACAGCTTCCTGTGCTGCTGCGACGACCTGGGTCGGAGCCGCCTCCTCGGCGCGCCTC 

GCTGCCTCCGCGGCCCCAGCGCGGGCGGCCAGAAACTTCTCCAGAAGTCCCGCCCCTGTGATC 

CCTCCGGGCCGACGCCCAGCGAGCCCAGCGCTCCCAGCGCGCCCGCCGCCGCCGTGCCCGCCC 

CTCGCCTCTCCGGTTCCAACCACTCCGGCTCACCCAAGCTGGGTACCAAGCGGTTGCCCCAAG 

CCCTCATTGTGGGCGTGAAGAAGGGGGGCACCCGGGCCGTGCTGGAGTTTATCCGAGTACACC 

CGGACGTGCGGGCCTTGGGCACGG7\ACCCCACTTCTTTGACAGGAACTACGGCCGCGGGCTGG 

ATTGGTACAGGAGCCTGATGCCCAGGACCCTCGAGAGCCAGATCACGCTGGAGAAGACGCCCA 

GCTACTTTGTCACTCAAGAGGCTCCTCGACGCATCTTCAACATGTCCCGAGACACCAAGCTGA 

TCGTGGTTGTGCGGAACCCTGTGACCCGTGCCATCTCTGATTACACGCAGACACTCTCCAAGA 

AGCCCGACATCCCGACCTTTGAGGGCCTCTCCTTCCGCAACCGCACCCTGGGCCTGGTGGACG 

TGTCATGGAACGCCATCCGCATCGGCATGTACGTGCTGCACCTGGAGAGCTGGCTGCAGTACT 

TCCCGCTAGCTCAGATTCACTTCGTCAGTGGCGAGCGACTCATCACTGACCCGGCCGGCGAGA 

TGGGGCGAGTCCAGGACTTCCTGGGCATTAAGAGATTCATCACGGACAAGCACTTCTATTTCA 

ACAAGACC7y\AGGATTCCCTTGCTTGAAAAAAACAG7VATCGAGCCTCCTGCCTCGATGCTTGG 

GCAAATCAA7y\GGGAGAACTCATGTACAGATTGATCCTGAAGTGATAGACCAGCTCCGAGAAT 

TTTATAGACCGTATAATATCAAATTTTATGAAACCGTTGGGCAGGACTTCAGGTGGGAATAAG 

CCCACGAAAGGAAAGGGCTCTCAAGGGCTCTTCTGCTCATCTCTTCCGTGAGATTTGCTCCCA 

GACCCTCTGATCTCCCTCCAACAAACCCTGGCTCCAGCCCCCTTTCCCAACTTGAGTTGCATC 

ATCTTGGAACCAGGAAGCCCAGCTAAAGCCAAGAGACCAGAGAGTCCCTGCCACTAGTTTTCA 

TCAGTCTGTTCAAGCAT^GTTGATCTGCTCCTGGCACGTCCAGTAAATTCCAGAATCATTCTC 

CTTTCTGCCCATAAAGGGCCTTGGAGAATTGCTTTAAGAAGAGTGAATGTTCCAATGATGATA 

GATATTATAAGCGATGATGGTTCTGTTGCTATGAACACAGCAGTCGGTCCCTGTCATTGTCCA 

CCCAGGAGTGGCCTTGTTAATTCCAAGTGGCATGTATCTTCCCTCTGAGCTTCATTTCTTCAA 

GATGCTCTGGGTGGTGGGATGGGAGACCATCCTCAGCCCTCCTCAGACCTTATCAATTCATTG 

AGAGATTGCAAAGCTGAAAGCACCTCCGGCCACTCCTGGGAGACAGACCCTTTGGTGATGAAA 

TAAACCAGTGACTTCAGAGCCTATGGTCTCAACTGTGCTTGAAAAACACTGTCTCTGAAAACA 

ACTTTGTGATTCTCCCTGCTCCCTGTGGACAAAAGCACATAATTCTGCTGTTACGGGTACTTT 

GCTCATACGAGCTTTCATGTTCAGCATGCAATGGAATCATGCTTGTCCATGTGAAATAAATAT 

GGCTCTCTCGTGTCCTTAATGCTGGGCTTTTCTCTGTAAGCTGGTTCTGCAGCACAATTCATT 

AATTAAACTTCTCCCAGTGCAAGAAGGCAGCTGGTGCTGGGGGTGGTCTGGGGGGTCAGGGAG 

GAGGGCAAGGACTACATGGGGCAGAGGCAAGGCGGTGGTGGAGATGAGG7yU\GAAGTTCTTCT 

TGGCAGAAGCTGGGGCAGAAAGATCACATGAGATCTGTGGGGACACCCTCTATCTGAAACATA 

AGTCTGTGTTCATTCTCTGCTTAGAAATTTTAGATCTGAAGTGCTACACTGAAGGTCCGAAGG 

TTGATGGGGCATCAGATATCTTTTTGGTTGGCCAGCATGATATTTTGAAATAACTGTCAACAG 

TTAGAAACTGGGAGCATTCATATGTAAAAAATATGGATTTTCAGCTTCTTCTTAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA^^ 

AAAAAAAAAA 
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FIGURE 208 

MAYRVLGRAGPPQPRRARRLLFAFTLSLSCTYLCYSFLCCCDDLGRSRLLGAPRCLRGPSAGG 
QKLLQKSRPCDPSGPTPSEPSAPSAPAAAVPAPRLSGSNHSGSPKLGTKRLPQALIVGVKKGG 
TRAVLEFIRVHPDVFLALGTEPHFFDRNYGRGLDWYRSLMPRTLESQITLEKTPSYFVTQEAPR 
RIFNMSRDTKLIVVVRNPVTRAISDYTQTLSKKPDIPTFEGLSFRNRTLGLVDVSWNAIRIGM 
YVLHLESWLQYFPLAQIHFVSGERLITDPAGEMGRVQDFLGIKRFITDKHFYFNKTKGFPCLK 
KTESSLLPRCLGKSKGRTHVQIDPEVIDQLREFYRPYNIKFYETVGQDFRWE 

Signal pept:lde: 

amino acids 1-33 

N-glycosylation sites . 

amino acids 102-106, 193-197, 235-239, 306-310 

Tyrosine kinase phosphoryla'tion site. 

amino acids 296-305 

N-myristeylation sites . 

amino acids 51-57, 100-106, 121-127, 125-131 

Prokairyo^ic inemh>irane lipoprotein lipid a't^achmen't site. 

amino acids 20-31 
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FIGURE 209 

CTTTCCTTATCTGTGTGTACTCTTATCTCACTGTTCTATTTTTTCTCCTCATTTATATTAACT 
CTTTCTTACCTTTTTTTCTGAACTTCTAGGCCTTCTCTTTCCAGAACTGGTGGAAGACAAATG 
AAACGGCCAAGATGGTAAG7y\ACAAGCCGCATTTCTCCTTGGGGAGACTGATAATTTAAAAGG 
TTTGTTGTGTCAG2\AACATTCCCAGCTTCATCACCAACCCTTTCCTTCCACCTCTGCCCACTG 
GAGACCACTTACATCCCGAAGCGGACGCGGCAGCTGT^GTCAGGAAACCATGCATCACATTAG 
CAGGAGCCAACTGCAGACTTTAAACTCCGTTCTkACATGTGGATGCGGCAGAGAAATGACCTGT 
CCAGACAAGCCGGGGCAGCTCATAAACTGGTTCATCTGCTCCCTGTGCGTCCCGCGGGTGCGT 
T^GCTCTGGAGCAGCCGGCGTCCAAGGACCCGGAGAAACCTTCTGCTGGGCACTGCGTGTGCC 
ATCTACTTGGGCTTCCTGGTGAGCCAGGTGGGGAGGGCCTCTCTCCAGCATGGACAGGCGGCT 
GAGAAGGGGCCACATCGCAGCCGCGACACCGCCGAGCCATCCTTCCCTGAGATACCCCTGGAT 
GGTACCCTGGCCCCTCCAGAGTCCCAGGGCAATGGGTCCACTCTGCAGCCCAATGTGGTGTAC 
ATTACCCTACGCTCCAAGCGCAGCAAGCCGGCCAATATCCGTGGCACCGTGAAGCCCAAGCGC 
AGGAAAAAGCATGCAGTGGCATCGGCTGCCCCAGGGCAGGAGGCTTTGGTCGGACCATCCCTT 
CAGCCGCAGGAAGCGGCAAGGGAAGCTGATGCTGTAGCACCTGGGTACGCTCAGGGAGCAAAC 
CTGGTTAAGATTGGAGAGCGACCCTGGAGGTTGGTGCGGGGTCCGGGAGTGCGAGCCGGGGGC 
CCAGACTTCCTGCAGCCCAGCTCCAGGGAGAGCAACATTAGGATCTACAGCGAGAGCGCCCCC 
TCCTGGCTGAGCAAAGATGACATCCGAAGTU^TGCGACTCTTGGCGGACAGCGCAGTGGCAGGG 
CTCCGGCCTGTGTCCTCTAGGAGCGGAGCCCGTTTGCTGGTGCTGGAGGGGGGCGCACCTGGC 
GCTGTGCTCCGCTGTGGCCCTAGCCCCTGTGGGCTTCTCAAGCAGCCCTTGGACATGAGTGAG 
GTGTTTGCCTTCCACCTAGACAGGATCCTGGGGCTCAACAGGACCCTGCCGTCTGTGAGCAGG 
AAAGCAGAGTTCATCCAAGATGGCCGCCCATGCCCCATCATTCTTTGGGATGCATCTTTATCT 
TCAGCAAGTAATGACACCCATTCTTCTGTTAAGCTCACCTGGGGAACTTATCAGCAGTTGCTG 
AAACAGAAATGCTGGCAGAATGGCCGAGTACCCAAGCCTGAATCAGGTTGTACTGAAATACAT 
CATCATGAGTGGTCCAAGATGGCACTCTTTGATTTTTTGTTACAGATTTATAATCGCTTAGAT 
ACAAATTGCTGTGGATTCAGACCTCGCAAGGAAGATGCCTGTGTACAGAATGGATTGAGGCCA 
AAATGTGATGACCAAGGTTCTGCGGCTCTAGCACACATTATCCAGCGAAAGCATGACCCAAGG 
CATTTGGTTTTTATAGACAACAAGGGTTTCTTTGACAGGAGTGAAGATAACTTAAACTTCAAA 
TTGTTAGAAGGCATCAAAGAGTTTCCAGCTTCTGCAGTTTCTGTTTTGAAGAGCCAGCACTTA 
CGGCAGAAACTTCTTCAGTCTCTGTTTCTTGATAAAGTGTATTGGGAAAGTCAAGGAGGTAGA 
CAAGGAATTGAAAAGCTTATCGATGTAATAGAACACAGAGCCAAAATTCTTATCACCTATATC 
AATGCACACGGGGTCAAAGTATTACCTATGAATGAATGACAAAAGAATCTTCTGGCTAGGGTG 
TTAGATATATTTATGCATTTTTGGTTTTGTTTTTAAATCAAGCACATCAACCTC7\AGCCCGTT 
TAGCAATGAGGCAGTGTAGATGAATACGTAAAATAAATGACTTTAACCAAGTAGCTATAAAGG 
GACTTAGCACTGTATGCATACTTAAAAAGGTTTTG7^AA7\ACAAACTACTTGAGAAATATTTGT 
TTATATTTTTCTCTAACATCATGCTATGTGTCAGTCTGAACATCTGACAACAGAAATTTCAGT 
TATTATTCTAGCTAAGTTTTGT^TVAACATTTGTCATGCTGTTTAATAGAAAACTGCAAACCAGA 
GATACTGACTCCATTAATAAACCATATTTTGTGCCGTTTTGACTGTTCTGACCAAATACTAAT 
GGGAACT^TTCTTGACGTTTTTCTGTTGCTGATTGTTAACATAGAGCAGTCTCTACACTACCC 
TGAGGCAACTCTACATTGGAACACTGAGGCTTACAGCCTGCAAGAGCATCAGAGCTGACCATA 
CATTTAAACAGAAATGCTGGTTTATTTGCAAAATCACCAGTATATTTTCTATTGTGTCTATAA 
AAAATCAGTCATTTAAGTACAAGAATCATATTTTCCATTCCTTTTTAGATVATTTATTTTGTTG 
TCCCTATGGAAATCATTCACATCTGACAATTTATATGTTAAAGAGTTTTACTCTCTCTATTTT 
GGTCCAATTTGTATCTAGTGGCTGAGAAATTAAATAATTCTAAAGTATGAAGTTACCTATCTG 
AlAAATGTACTTACAGAGTATCATTTTAAAATGGATGTCTCTTTAAAAATTTTGTTACTTTTAC 
CAACAATGTAATATAATTTATGTATATTTTATTAATAATAGTGAATTCCTTAAAATTTGTTCT 
ATGTACTTATATTTAATTTGATTTAATGGTTACTGCCCAGATATTGAGAAATGGTTCAAATAT 
TGAGTGTGTTTCAATAA 
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FIGURE 210 

MTCPDKPGQLINWFICSLCVPRVRKLWSSRRPRTRRNLLLGTACAIYLGFLVSQVGRASLQHG 
QAAEKGPHRSRDTAEPSFPEIPLDGTLAPPESQGNGSTLQPNVVYITLRSKRSKPANIRGTVK 
PKRRKKHAVASAAPGQEALVGPSLQPQEAAREADAVAPGYAQGANLVKIGERPWRLVRGPGVR 
AGGPDFLQPSSRESNIRIYSESAPSWLSKDDIRRMRLLADSAVAGLRPVSSRSGARLLVLEGG 
APGAVLRCGPSPCGLLKQPLDMSEVFAFHLDRILGLNRTLPSVSRKAEFIQDGRPCPIILWDA 
SLSSASNDTHSSVKLTWGTYQQLLKQKCWQNGRVPKPESGCTEIHHHEWSKMALFDFLLQIYN 
RLDTNCCGFRPRKEDACVQNGLRPKCDDQGS7\ALAHIIQRKHDPRHLVFIDNKGFFDRSEDNL 
NFKLLEGIKEFPASAVSVLKSQHLRQKLLQSLFLDKVYWESQGGRQGIEKLIDVIEHRAKILI 
TYINAHGVKVLPMNE 

Transmembrane domain : 

amino acids 40-56 

N-giycosylation sx'tes . 

amino acids 98-102, 289-293, 322-326 

N-myristoylation slt;es . 

amino acids 8-14, 41-47, 97-103, 187-193, 251-257, 252-258, 
287-293^ 484-490 
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FIGURE 211 



GTGGGGTGGTGAGCGCAGCGCCGAGGATCAGGAGGTGCAACAGCGGCTCCGGGCCGCCGCCGTCGCTGCTGCTGC 

TGCTGCTGTGGCTGCTCGCGGTTCCCGGCGCTAACGCGGCCCCGCGGTCGGCGCTCTATTCGCCTTCCGACCCGC 

TGACGCTGCTGCAGGCGGACACGGTGCGCGGCGCGGTGCTGGGCTCCCGCAGCGCCTGGGCCGTGGAGTTCTTCG 

CCTCCTGGTGCGGCCACTGCATCGCCTTCGCCCCGACGTGGAAGGCGCTGGCCGAAGACGTCAAAGCCTGGAGGC 

CGGCCCTGTATCTCGCCGCCCTGGACTGTGCTGAGGAGACC7U\CAGTGCAGTCTGCAGAGACTTCAACATCCCTG 

GCTTCCCGACTGTGAGGTTCTTCAAGGCCTTTACCAAGAACGGCTCGGGAGCAGTATTTCCAGTGGCTGGTGCTG 

ACGTGCAGACGCTGCGGGAGAGGCTCATTGACGCCCTGGAGTCCCATCATGACACGTGGCCCCCAGCCTGTCCCC 

CACTGGAGCCTGCCAAGCTGGAGGAGATTGATGGATTCTTTGCGAGAAATAACGAAGAGTACCTGGCTCTGATCT 

TTGAAAAGGGAGGCTCCTACCTGGGTAGAGAGGTGGCTCTGGACCTGTCCCAGCACAAAGGCGTGGCGGTGCGCA 

GGGTGCTGAACACAGAGGCCAATGTGGTGAGAAAGTTTGGTGTCACCGACTTCCCCTCTTGCTACCTGCTGTTCC 

GGAATGGCTCTGTCTCCCGAGTCCCCGTGCTCATGGT^ATCCAGGTCCTTCTATACCGCTTACCTGCAGAGACTCT 

CTGGGCTCACCAGGGAGGCTGCCCAGACCACAGTTGCACCAACCACTGCTAACAAGATAGCTCCCACTGTTTGGA 

AATTGGCAGATCGCTCCAAGATCTACATGGCTGACCTGGAATCTGCACTGCACTACATCCTGCGGATAGAAGTGG - 

GCAGGTTCCCGGTCCTGGAAGGGCAGCGCCTGGTGGCCCTGAAAAAGTTTGTGGCAGTGCTGGCCAAGTATTTCC 

CTGGCCGGCCCTTAGTCCAGAACTTCCTGCACTCCGTGAATGAATGGCTCAAGAGGCAGAAGAGAAATAAAATTC 

CCTACAGTTTCTTTAAAACTGCCCTGGACGACAGGAAAGAGGGTGCCGTTCTTGCCAAGAAGGTGAACTGGATTG 

GCTGCCAGGGGAGTGAGCCGCATTTCCGGGGCTTTCCCTGCTCCCTGTGGGTCCTCTTCCACTTCTTGACTGTGC 

AGGCAGCTCGGCAA/yVTGTAGACCACTCACAGGAAGCAGCCAAGGCCAAGGAGGTCCTCCCAGCCATCCGAGGCT 

ACGTGCACTACTTCTTCGGCTGCCGAGACTGCGCTAGCCACTTCGAGCAGATGGCTGCTGCCTCCATGCACCGGG 

TGGGGAGTCCCAACGCCGCTGTCCTCTGGCTCTGGTCTAGCCACAACAGGGTCAATGCTCGCCTTGCAGGTGCCC 

CCAGCGAGGACCCCCAGTTCCCCAAGGTGCAGTGGCCACCCCGTGAACTTTGTTCTGCCTGCCACAATGAACGCC 

TGGATGTGCCCGTGTGGGACGTGGAAGCCACCCTCAACTTCCTCAAGGCCCACTTCTCCCCAAGCAACATCATCC 

TGGACTTCCCTGCAGCTGGGTCAGCTGCCCGGAGGGATGTGCAGAATGTGGCAGCCGCCCCAGAGCTGGCGATGG 

GAGCCCTGGAGCTGGAAAGCCGGAATTCAACTCTGGACCCTGGGAAGCCTGAGATGATGAAGTCCCCCACAAACA 

CCACCCCACATGTGCCGGCTGAGGGACCTGAGGCAAGTCGACCCCCGAAGCTGCACCCTGGCCTCAGAGCTGCAC 

CAGGCCAGGAGCCTCCTGAGCACATGGCAGAGCTTCAGAGGAATGAGCAGGAGCAGCCGCTTGGGCAGTGGCACT 

TGAGCAAGCGAGACACAGGGGCTGCATTGCTGGCTGAGTCCAGGGCTGAGAAGAACCGCCTCTGGGGCCCTTTGG 

AGGTCAGGCGCGTGGGCCGCAGCTCCAAGCAGCTGGTCGACATCCCTGAGGGCCAGCTGGAGGCCCGAGCTGGAC 

GGGGCCGAGGCCAGTGGCTGCAGGTGCTGGGAGGGGGCTTCTCTTACCTGGACATCAGCCTCTGTGTGGGGCTCT 

ATTCCCTGTCCTTCATGGGCCTGCTGGCCATGTACACCTACTTCCAGGCCAAGATAAGGGCCCTGAAGGGCCATG 

CTGGCCACCCTGCAGCCTGAACCACCTGGGGAGGAGGCGGGAGAGGGAGCTGCCATCTCTAGGCACCTCAAGCCC 

CCTGACCCCATTCCCTCCCCTCCCACCCCTTGCTCCTTGTCTGGCCTAGAAGTGTGGGAAATTCAGGAAAACGAG 

TTGCTCCAGTGAAGCTTCTTGGGGTTGCTAGGACAGAGAGCTCCTTTGACACAAAAGACAGGAGCAGGGTCCAGG 

TTCCCCTGCTGTGCAGGGAGGGCAGCCCCGGGCAGTGGGCATAGGGCAGCTCAGTCCCTGGCCTCTTAGCACCAC 

ATTCCTGTTTTTCAGCTTATTTGAAGTCCTGCCTCATTCTCACTGGAGCCTCAGTCTCTCCTGCTTGGTCTTGGC 

CCTCAACTGGGGCAAGTGAAGCCAGAGGAGGGTCCCCCAGCTGGGTGGGCTGGAATGGAACTCCTCACTAGCTGC 

TGGGGCTCCGCCCACCCTGCTCCCTTCCGGACAATGAAGAAGCCTTTGCACCCTGGGAGGAAGGACCACCCCGGG 

CCCTCTATGCCTGGCCAGCCTCCAGCTCCTCAGACCTCCTGGGTGGGGTTTGGCTTCAGGGTGGGGTTTGGAAGC 

TTCTGGAAGTCGTGCTGGTCTCCCAGGTGAGGC7UVGCCATGGTTGCTGGGCTGTAGGGTGAGTGGCTTGCTTGGT 

GGGACCTGACGAGTTGGTGGCATGGGAAGGATGTGGGTCTCTAGTGCCTTGCCCTGGCTTAGCTGCAGGAGAAGA 

TGGCTGCTTTCACTTCCCCCCATTGAGCTCTGCTCCCTCTGAGCCTGGTCTTTTGTCCTTTTTTATTTTGGTCTC 

CAAGATGAATGCTCATCTTTGGAGGGTGCCAGGTAGAAGCTAGGGAGGGGAGTGTCTTCTCTCTCCAGGTTTCAC 

CTTCCAGTGTGCAGAAGTTAGAAGGGTCTGGCGGGGGCAGTGCCTTACACATGCTTGATTCCCACGCTACCCCCT 

GCCTTGGGAGGTGTGTGGAATAAATTATTTTTGTTAAGGCA 
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FIGURE 212 

MRRCNSGSGPPPSLLLLLLWLLAVPGANAAPRSALYSPSDPLTLLQADTVRGAVLGSRSAWAV 
EFFASWCGHCIAFAPTWKALAEDVKAWRPALYLAALDCAEETNSAVCRDFNIPGFPTVRFFKA 
FTKNGSGAVFPVAGADVQTLRERLIDALESHHDTWPPACPPLEPAKLEEIDGFFARNNEEYLA 
LIFEKGGSYLGREVALDLSQHKGVAVRRVLNTEANVVRKFGVTDFPSCYLLFRNGSVSRVPVL 
MESRSFYTAYLQRLSGLTRETVAQTTVAPTTANKIAPTVWKLADRSKIYMADLESALHYILRIE 
VGRFPVLEGQRLVALKKFVAVLAKYFPGRPLVQNFLHSVNEWLKRQKRNKIPYSFFKTALDDR 
KEGAVLAKKVNWIGCQGSEPHFRGFPCSLWVLFHFLTVQAARQNVDHSQEAAKAKEVLPAIRG 
YVHYFFGCRDCASHFEQMAAASMHRVGSPNAAVLWLWSSHNRVNARLAGAPSEDPQFPKVQWP 
PRELCSACHNERLDVPVWDVEATLNFLKAHFSPSNIILDFPAAGSAARRDVQNVAAAPELAMG 
ALELESRNSTLDPGKPEMMKSPTNTTPHVPAEGPEASRPPKLHPGLRAAPGQEPPEHMAELQR 
NEQEQPLGQWHLSKRDTGAALLAESRAEKNRLWGPLEVRRVGRSSKQLVDIPEGQLEARAGRG 
RGQWLQVLGGGFSYLDISLCVGLYSLSFMGLLAMYTYFQAKIRALKGHAGHPAA 

Signal pept:±de: 
amino acids 1-29 
Transmembrane domain: 
amino acids 705-728 
N-glycosyla'tlon s±t:es . 

amino acids 130-134, 243-247, 575-579 
Glycosamxnoglyoan a-b'bachmen^ sx1:e. 

amino acids 6-10 

cAMP- and cGMP-dependen-b pro-bein kinase phospliorylat:lon site, 
amino acids 644-648 
N-myrlst^oylalilon sites . 

amino acids 52-58, 56-62, 196-202, 381-387, 392-398, 448-454, 
4 68-474, 684-690, 702-708 

Cytechrome c family heme-blndlng site slgnatiure. 

amino acids 509-515 
Thloredoxln family proteins 

amino acids 62-78 
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FIGURE 213 

GCACGAGGCCGACTTCCAGACCATCTACAACTGCACGGCCTGGAACAGCTTCGGCTCCGACAC 
TGAGATCATCCGGCTCAAGGAGCi\AGGTTCGGAAATGAAGTCGGGAGCCGGGCTGGAAGCAGA 
GTCTGTGCCGATGGCCGTCATCATTGGGGTGGCCGTAGGAGCTGGTGTGGCCTTCCTCGTCCT 
TATGGCAACCATCGTGGCGTTCTGCTGTGCCCGTTCCCAGAGAAATCTCAAAGGTGTTGTGTC 
AGCCAAAAATGATATCCGAGTGGAAATTGTCCACT^GGAACCAGCCTCTGGTCGGGAGGGTGA 
GGAGCACTCCACCATCAAGCAGCTGATGATGGACCGGGGTGAATTCCAGCAAGACTCAGTCCT 
GAAACAGCTGGAGGTCCTCAAAGAAGAGGAGAAAGAGTTTCAGAACCTGAAGGACCCCACCAA 
TGGCTACTACAGCGTCAACACCTTCAAAGAGCACCACTCAACCCCGACCATCTCCCTCTCCAG 
CTGCCAGCCCGACCTGCGTCCTGCGGGTAAGCAGCGTGTGCCCACAGGCATGTCCTTCACCAA 
CATCTACAGCACCCTGAGCGGCCAGGGCCGCCTCTACGACTACGGGCAGCGGTTTGTGCTGGG 
CATGGGCAGCTCGTCCATCGAGCTTTGTGAGCGGGAGTTCCAGAGAGGCTCCCTCAGCGACAG 
CAGCTCCTTCCTGGACACGCAGTGTGACAGCAGCGTCAGCAGCAGCGGCAAGCAGGATGGCTA 
TGTGCAGTTCGACAAGGCCAGCAAGGCTTCTGCTTCCTCCTCCCACCACTCCCAGTCCTCGTC 
CCAGAACTCTGACCCCAGTCGACCCCTGCAGCGGCGGATGCAGACTCACGTCgeAAGGATCACA 
CACCGCGGGTGGGGACGGGCCAGGGAAGAGGTCAGGGCACGTTCTGGTTGTCCAGGGACGAGG 
GGTACTTTGCAGAGGACACCAGAATTGGCCACTTCCAGGACAGCCTCCCAGCGCCTCTGCCAC 
TGCCTTCCTTCGAAGCTCTGATCAAGCACAAATCTGGGTCCCCAGGTGCTGTGTGCCAGAGGT 
GGGCGGGTGGGGAGACAGACAGAGGCTGCGGCTGAGTGCGCTGTGCTTAGTGCTGGACACCCG 
TGTCCCCGGCCCTTTCCTGGAGGCCCCTCTACCACCTGCTCTGCCCACAGGCACAAGTGGCAG 
CTATAACTCTGCTTTCATGAAACTGCGGTCCACTCTCTGGTCTCTCTGTGGGCTCTACCCCTC 
ACTGACCACAAGCTCTACCTACCCCTGTGCCTGTGCTCCCATACAGCCCTGGGGAGAAGGGGA 
TGACGTCTTCCCAGCACTGAGCTGCCCCAGAAACCCCGGCTCCCCACTGCTGCTCATAGCCCA 
TACCCTGGAGGCTGACAAGCCAGAAATGGCCTTGGCTAAAGGAGCCTCTCTCTCACCAGGCTG 
GCCGGGAGCCCACCCCCAATTTGTTTGGTGTTTTGTGTCCATACTCTTGCAGTTCTGTCCTTG 
GACTTGATGCCGCTGAACTCTGCGGTGGGACCGGTCCCGTCAGAGCCTGGTGTACTGGGGGGA 
GGGAGGGAGGAGGGAGCCTGTGCTGACGGAGCACCTCGCCGGGTGTGCCCCTCCTGGGCTGTG 
TGACCCCAGCCTCCCCACCCACCTCCTGCTTTGTGTACTCCTCCCCTCCCCCTCAGCACAATC 
GGAGTTCATATAAG7\AGTGCGGGAGCTTCTCTGGTCAGGGTTCTCTGAACACTTATGGAGAGA 
GTGCTTCCTGGGAAGTGTGGCGTTTGAAGGGGCTGGAGGGCAGGTCTTTAAGATGGCGAGACT 
GCCCTTCTCAGCTGATAAACACAAGAACGGCGATCCTGTCTTCAGTAAGGCTCCACGAGAAGA 
GAGGAAGTATATCTACACCTCAACCCTCCTAGTCACCACCTGAAATAAATGTTAGGGAAAAA7\AA 
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FIGURE 214 

MAVIIGVAVGAGVAFLVLMATIVAFCCARSQRNLKGVVSAKNDIRVEIVHKEPASGREGEEHS 
TIKQLMMDRGEFQQDSVLKQLEVLKEEEKEFQNLKDPTNGYYSVNTFKEHHSTPTISLSSCQP 
DLRPAGKQRVPTGMSFTNIYSTLSGQGRLYDYGQRFVLGMGSSSIELCEREFQRGSLSDSSSF 
LDTQCDSSVSSSGKQDGYVQFDECASKASASSSHHSQSSSQNSDPSRPLQRRMQTHV 

Signal peptide: 

amino acids 1-28 

Glycosamlnoglycan at:t:achment: site. 

amino acids 150-154 

N-myrlstioyla'tlon sites . 

amino acids 6-12, 10-16, 36-42, 139-145, 165-171 

Prokaryo'tlc membrane lipoprotein lipid at;techmen't site. 

amino acids 114-125 
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FIGURE 215 

CAGCCTTCCTCCCCCAGCCTGAGTGACTACTCTATTCCTTGGTCCCTGCTATTGTCGGGGACG 
ATTGCATGGGCTACGCCAGGAAAGTAGGCTGGGTGACCGCAGGCCTGGTGATTGGGGCTGGCG 
CCTGCTATTGCATTTATAGACTGACTAGGGGAAGAAAACAGTVACAAGGAAT^AAATGGCTGAGG 
GTGGATCTGGGGATGTGGATGATGCTGGGGACTGTTCTGGGGCCAGGTATAATGACTGGTCTG 
ATGATGATGATGACAGCAATGAGAGCAAGAGTATAGTATGGTACCCACCTTGGGCTCGGATTG 
GGACTGAAGCTGGAACCAGAGCTAGGGCCAGGGCAAGGGCCAGGGCTACCCGGGCACGTCGGG 
CTGTCCAGAAACGGGCTTCCCCCAATTCAGATGATACCGTTTTGTCCCCTCAAGAGCTACAAA 
AGGTTCTTTGCTTGGTTGAGATGTCTGAAAAGCCTTATATTCTTGAAGCAGCTTTAATTGCTC 
TGGGTAACAATGCTGCTTATGCATTTAACAGAGATATTATTCGTGATCTGGGTGGTCTCCCAA 
TTGTCGCAAAGATTCTCAATACTCGGGATCCCATAGTTAAGGAAAAGGCTTTAATTGTCCTGA 
ATAACTTGAGTGTGAATGCTGAAAATCAGCGCAGGCTTAAAGTATACATGAATCAAGTGTGTG 
ATGACACAATCACTTCTCGCTTGAACTCATCTGTGCAGCTTGCTGGACTGAGATTGCTTACAA 
ATATGACTGTTACTAATGAGTATCAGCACATGCTTGCTAATTCCATTTCTGACTTTTTTCGTT 
TATTTTCAGCGGGA7VATGAAGAAACCAAACTTCAGGTTCTGAAACTCCTTTTGAATTTGGCTG 
AAAATCCAGCCATGACTAGGGAACTGCTCAGGGCCCAAGTACCATCTTCACTGGGCTCCCTCT 
TTAATAAGAAGGAGAACAAAGAAGTTATTCTTAAACTTCTGGTCATATTTGAGAACATAAATG 
ATAATTTCAAATGGGAAGAAAATGAACCTACTCAGAATCAATTCGGTGT^GGTTCACTTTTTT 
TCTTTTTAAAAGAATTTCAAGTGTGTGCTGATAAGGTTCTGGGAATAGAAAGTCACCATGATT 
TTTTGGTGAAAGTAAAAGTTGGAAAATTCATGGCCAAACTTGCTGAACATATGTTCCC7\AAGA 
GCCAGGAATaACACCTTGATTTTGTAATTTAGAAGCAACACACATTGTAAACTATTCATTTTC 
TCCACCTTGTTTATATGGTAAAGGAATCCTTTCAGCTGCCAGTTTTGAATAATGT^TATCATA 
TTGTATCATCAATGCTGATATTTAACTGAGTTGGTCTTTAGGTTTAAGATGGATATUVTGAATA 
TCACTACTTGTTCTGAAAACATGTTTGTTGCTTTTTATCTCGCTGCCTAGATTGAAATATTTT 
GCTATTTCTTCTGCATAAGTGACAGTGAACCAATTCATCATGAGTAAGCTCCCTTCTGTCATT 
TTCATTGATTTAATTTGTGTATCATCAATAAAATTGTATGTTAATGCTGGAAAGA 
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FIGURE 216 

MGYARKVGWVTAGLVIGAGACYCIYRLTRGRKQNKEKMAEGGSGDVDDAGDCSGARYNDWSDD 
DDDSNESKSIVWYPPWARIGTEAGTRARARARARATRARRAVQKRASPNSDDTVLSPQELQKV 
LCLVEMSEKPYILEAALIALGNNAAYAFNRDIIRDLGGLPIVAKILNTRDPIVKEKALIVLNN 
LSVNAENQRRLKVYMNQVCDDTITSRLNSSVQLAGLRLLTNMTVTNEYQHMLANSISDFFRLF 
SAGNEETKLQVLKLLLNLAENPAMTRELLRAQVPSSLGSLFNKKENKEVILKLLVIFENINDN 
FKWEENEPTQNQFGEGSLFFFLKEFQVCADKVLGIESHHDFLVKVKVGKFMAKLAEHMFPKSQE 

Signal peptide: 

amino acids 1-20 

N-glycosylation sites . 

amino acids 68-72, 189-193, 217-221, 230-234 

cAMP- and cGMP-dependen-t protein kinase phosphorylat:ion site. 

amino acids 107-111 

N-myristeylaiiion sites . 

amino acids 13-19, 17-23, 19-25, 54-60, 83-89, 147-153, 255-261, 
290-296 

Amidatiion site. 

amino acids 29-33 
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FIGURE 217 

GAGACACAAAGGCAGGCGGGATGCGGGAGCAGGCAAAGGGAAAGCGAAAGCCGCGCGCCCGGC 

CGGTGACTGGGTGAAGGCGCCGCGCAGCTTTCCCGACGCCGGCTGTACCCGGACCTCCTGGTC 

GAGCCTGGCGCGCCGCAGCCATGGCCATCGCTCAACTGGCCACGGAGTACGTGTTCTCGGATT 

TCTTGCTGAAGGAGCCCACGGAGCCCAAGTTCAAGGGGCTGCGACTGGAGCTGGCTGTGGACA 

AGATGGTCACGTGCATTGCGGTGGGGCTGCCCCTGCTGCTCATCTCGCTGGCCTTCGCGCAGG 

AGATCTCGATTGGTACACAGATAAGCTGTTTCTCTCCAAGTTCTTTCTCCTGGCGTCAGGCTG 

CCTTTGTGGATTCATATTGCTGGGCGGCTGTTCAGCAGAAGAACTCACTGCAGAGCGAGTCTG 

GAAACCTCCCACTGTGGCTGCATAAGTTTTTCCCCTACATCCTGCTGCTCTTTGCGATCCTCC 

TGTACCTGCCCCCGCTGTTCTGGCGTTTCGCAGCTGCTCCTCATATTTGCTCAGACTTGAAGT 

TTATCATGGAAGAACTTGACAAAGTTTACAACCGTGCAATTAAGGCTGCT^^AGAGTGCGCGTG 

ACCTTGACATGAGAGATGGAGCCTGCTCAGTTCCAGGTGTTACCGAGAACTTAGGGCAAAGTT 

TGTGGGAGGTATCTGAAAGCCACTTCAAGTACCCAATTGTGGAGCAGTACTTGAAGACAAAGA 

AAAATTCTAATAATTTAATCATCAAGTACATTAGCTGCCGCCTGCTGACACTCATCATTATAC 

TGTTAGCGTGTATCTACCTGGGCTATTACTTCAGCCTCTCCTCACTCTCAGACGAGTTTGTGT 

GCAGCATCAAATCAGGGATCCTGAGAAACGACAGCACCGTGCCCGATCAGTTTCAGTGCAAAC 

TCATTGCCGTGGGCATCTTCCAGTTGCTCAGTGTCATTAACCTTGTGGTTTATGTCCTGCTGG 

CTCCCGTGGTTGTCTACACGCTGTTTGTTCCATTCCGACAGAAGACAGATGTTCTCAAAGTGT 

ACGAAATCCTCCCCACTTTTGATGTTCTGCATTTCAAATCTGAAGGGTACAACGATTTGAGCC 

TCTACAATCTCTTCTTGGAGGAAAATATAAGTGAGGTCAAGTCATACAAGTGTCTTAAGGTAC 

TGGAGAATATTAAGAGCAGTGGTCAGGGGATCGACCCAATGCTACTCCTGACAAACCTTGGCA 

TGATCAAGATGGATGTTGTTGATGGCAAAACTCCCATGTCTGCAGAGATGAGAGAGGAGCAGG 

GGAACCAGACGGCAGAGCTCCAAGGTATGAACATAGACAGTGAAACTAAAGCAAATAATGGAG 

AGAAGAATGCCCGACAGAGACTTCTGGATTCTTCTTGCTGATGATTTTTTTTCCTTGAGCTGT 

AAATCTGTGACTTCTGCGACATGGGATTTAATTTGGCTAAAGCACCCCTGTTGGTTTCACAGC 

TGGTTTGCAATAAATGGTTCTTGGTGGAA7yUUyUU\AAAAAAAAAAAA7\Ai^^ 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAi^^ 
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FIGURE 218 

MAIAQLATEYVFSDFLLKEPTEPKFKGLRLELAVDKMVTCIAVGLPLLLISLAFAQEISIGTQ 
ISCFSPSSFSWRQAAFVDSYCWAAVQQKNSLQSESGNLPLWLHKFFPYILLLFAILLYLPPLF 
WRFAAAPHICSDLKFIMEELDKVYNRAIKAAKSARDLDMRDGACSVPGVTENLGQSLWEVSES 
HFKYPIVEQYLKTKKNSNNLIIKYISCRLLTLIIILLACIYLGYYFSLSSLSDEFVCSIKSGI 
LRNDSTVPDQFQCKLIAVGIFQLLSVINLVVYVLLAPVWYTLFVPFRQKTDVLKVYEILPTF 
DVLHFKSEGYNDLSLYNLFLEENISEVKSYKCLKVLENIKSSGQGIDPMLLLTNLGMIKMDVV 
DGKTPMSAEMREEQGNQTAELQGMNIDSETKANNGEKNARQRLLDSSC 

Transmembrane domains : 

amino acids 37-55, 108-126, 216-232, 273-290 
N-glycosylation siiies . 

amino acids 255-259, 338-342, 394-398 

Glycosamxnoglycan a't'tachmen^ sxi:e. 

amino acids 357-361 

cAMP- and cGMP-dependen^ protein kinase phosphorylat:lon site. 

amino acids 203-207 

N-myrlsteylatilon sites . 

amino acids 61-67, 174-180, 251-257, 393-399 

Prokaryoblc membrane lipoprotein lipid a'ttechmen't site. 

amino acids 218-229 
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FIGURE 219 

CTGTGAGTGACACACGCTGAGTGGGGTGAAGGGAAATGCTGGTGAATTTCATTTTGAGGTGTG 
GGTTGCTGTTAGTCACTCTGTCTCTTGCCATTGCCAAGCACAAGCAATCTTCCTTCACCAAAA 
GTTGTTACCCAAGGGGAACATTGTCCCAAGCTGTTGACGCTCTCTATATCAAAGCAGCATGGC 
TCAAAGC7y\CGATTCCAGAAGACCGCATAAAA7\ATATACGATTATTAAAAAAGAAAAC7^AAAA 
AGCAGTTTATGAAAAACTGTCAATTTCAAGAACAGCTTCTGTCCTTCTTCATGGAAGACGTTT 
TTGGTCAACTGCAATTGCAAGGCTGCAAGAAAATACGCTTTGTGGAGGACTTTCATAGCCTTA 
GGCAGAT^ATTGAGCCACTGTATTTCCTGTGCTTCATCAGCTAGAGAGATGAAATCCATTACCA 
GGATGAAAAGAATATTTTATAGGATTGGAAACAAAGGAATCTACAAAGCCATCAGTGAACTGG 
ATATTCTTCTTTCCTGGATTAAAAAATTATTGGAAAGCAGTCAGTAAACCTU^GCCAAGTACA 
TTGATTTTACAGTTATTTTGAAATACAATAAGAACTGCTAGAAATATGTTTATAACAGTCTAT 
TTCTTTTAAT^AACTTTTTAACATAATACTGACGGCATGTTAGGTGATTCAGT^TAGACAAGAA 
GGATTTAGTAAATTAACGTTTTGGATATAAGTTGTCACTAATTTGCACATTTTCTGTGTTTTC 
AAATAATGTTTCCATTCTGAACATGTTTTGTCATTCACAAGTACATTGTGTCAACTTAATTTA 
AAGTATGTAACCTGAATTAACTCGTGTAATATTTGTGTGTGGAGTGGGATGTGGGGGGTGGAG 
GGGGAATGACAGATTTCTGGAATGCAATGTAATGTTACTGAGACTTAAATAGATGTTATGTAT 
ATGATTGTCTGTTTAAGTGTTTGAAAATTGTTAATTATGCCCAGTGTGAACTTAGTACTTAAC 
ACATTTTGATTTTAATTAAATAAATTGGGTTTCCTTCTCAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAA 
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FIGURE 220 

MLVNFILRCGLLLVTLSLAIAKHKQSSFTKSCYPRGTLSQAVDALYIKAAWLKATIPEDRIKN 
IRLLKKKTKKQFMKNCQFQEQLLSFFMEDVFGQLQLQGCKKIRFVEDFHSLRQKLSHCISCAS 
SAREMKSITRMKRIFYRIGNKGIYKAISELDILLSWIKKLLESSQ 

Signal sequence : 

amino acids 1-21 

cAMP- and cOlP- dependent: proiiexn kinase phosphorylation sxt:e. 

amino acids 68-71 

N-myristoylation site* 

amino acids 148-153 

Interleukin-lO proteins . 

amino acids 58-94, 74-102, 128-170 



BNSOOCIO: <WO ^0140466A2J_> 



wo 01/40466 



PCTAJSOO/32678 



221/550 

FIGURE 221 

GACCACGGCCCTGCGCCCCAGCCAGGCCTGAGGACATCAGGCGGCCGGCGGCGGTGCCGCTCC 
TGCTGCTGCTGTGTTTTGGGTCTCAGAGGGCCAAGGCAGCAACAGCCTGTGGTCGCCCCAGGA 
TGCTGAACCGAATGGTGGGCGGGCAGGACACGCAGGAGGGCGAGTGGCCCTGGCAAGTCAGCA 
TCCAGCGCAACGGAAGCCACTTCTGCGGGGGCAGCCTCATCGCGGAGCAGTGGGTCCTGACGG 
CTGCGCACTGCTTCCGCAACACCTCTGAGACGTCCCTGTACCAGGTCCTGCTGGGGGCAAGGC 
AGCTAGTGCAGCCGGGACCACACGCTATGTATGCCCGGGTGAGGCAGGTGGAGAGC;\ACCCCC 
TGTACCAGGGCACGGCCTCCAGCGCTGACGTGGCCCTGGTGGAGCTGGAGGCACCAGTGCCCT 
TCACCAATTACATCCTCCCCGTGTGCCTGCCTGACCCCTCGGTGATCTTTGAGACGGGCATGA 
ACTGCTGGGTCACTGGCTGGGGCAGCCCCAGTGAGGAAGACCTCCTGCCCGAACCGCGGATCC 
TGCAGAAACTCGCTGTGCCCATCATCGACACACCCAAGTGCAACCTGCTCTACAGCAAAGACA 
CCGAGTTTGGCTACCAACCCAAAACCATCAAG]\ATGACATGCTGTGCGCCGGCTTCGAGGAGG 
GCAAGAAGGATGCCTGCAAGGGCGACTCGGGCGGCCCCCTGGTGTGCCTCGTGGGTCAGTCGT 
GGCTGCAGGCGGGGGTGATCAGCTGGGGTGAGGGCTGTGCCCGCCAGAACCGCCCAGGTGTCT 
ACATCCGTGTCACCGCCCACCACAACTGGATCCATCGGATCATCCCCAAACTGCAGTTCCAGC 
CAGCGAGGTTGGGCGGCCAGAAGTGAGACCCCCGGGGCCAGGAGCCCCTTGAGCAGAGCTCTG 
CACCCAGCCTGCCCGCCCACACCATCCTGCTGGTCCTCCCAGCGCTGCTGTTGCACCTGTGAG 
CCCCACCAGACTCATTTGTAAATAGCGCTCCTTCCTCCCCTCTCAAATACCCTTATTTTATTT 
ATGTTTCTCCCAATA/i^AAACCCAGCCTGTGTGCCAGCTGAAAAAAAAAAAAAAAAAAA 
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FIGURE 222 

MRRPAAVPLLLLLCFGSQRAKAATACGRPRMLNRMVGGQDTQEGEWPWQVSIQRNGSHFCGGS 
LI AEQW VLTAAHC FRNT S ET S L YQVLLGARQLVQPG PHAM YARVRQVE SN PL YQGTAS S ADVA 
LVELEAPVPFTNYILPVCLPDPSVIFETGMNCWVTGWGSPSEEDLLPEPRILQKLAVPIIDTP 
KCNLLYSKDTEFGYQPKTIKNDMLCAGFEEGKKDACKGDSGGPLVCLVGQSWLQAGVISWGEG 
CARQNRPGVYIRVTAHHNWIHRIIPKLQFQPARLGGQK 

Impor-ban^ £ea'tures of l^e pro'bei.n: 
Signal pep'txde: 

amino acids 1-22 

N-glycosylation sl-tes . 

amino acids 55-58^ 79-82 

Casein kinase II phosphorYla1:ion sites. 

amino acids 121-124, 165-168, 167-170, 248-251 

Tyrosine kinase phosphorylal^ion sites. 

amino acids 78-86, 197-203 

N-myris-boyla-tion sites . 

amino acids 16-21, 37-42, 56-61, 62-67, 118-123 

Amidation site. 

amino acids 219-222 

Serine proteases, trypsin fauoily, histidine active site. 

amino acids 71-76 
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FIGURE 223 

CAAG ATG TGGACAGCTCTTGTGCTCATTTGGATTTTCTCCTTGTCCTTATCTGAAAGCCATGC 
GGCATCCAACGATCCACGCAACTTTGTCCCT7^CAA7\ATGTGGAAGGGATTAGTCAAGAGGAA 
TGCATCTGTGGAAACAGTTGATAATAAAACGTCTGAGGATGTAACCATGGCAGCAGCTTCTCC 
TGTCACATTGACCAAAGGGACTTCGGCAGCCCACCTCAACTCTATGGAAGTCACT^CAGAGGA 
CACAAGCAGGACAGATGTGAGTGAACCAGCAACTTCAGGAGTTGCAGCTGATGGTGTGACCTC 
CATTGCTCCCACGGCTGTGGCCTCCAGTACGACTGCGGCCTCCATTACGACTGCGGCCTCCAG 
TATGACTGTGGCCTCCAGTGCTCCCACGACTGCAGCCTCCAGTACAACTGTGGCCTCCATTGC 
TCCCACGACTGCAGCCTCCAGTATGACTGCGGCCTCCAGCACTCCCATGACACTTGCACTCCC 
CGCGCCCACGTCCACTTCCACAGGGCGGACCCCGTCCACTACCGCCACTGGGCATCCATCTCT 
CAGCACAGCCCTCGCACAAGTGCCAAAGAGCAGCGCGTTGCCAAGAACAGCAACCCTGGCCAC 
ATTGGCCACACGTGCTCAGACTGTAGCGACCACAGCAAACACAAGCAGCCCCATGAGCACTCG 
TCCAAGTCCTTCCAAGCACATGCCCAGTGACACCGCGGCAAGCCCTGTACCCCCTATGCGTCC 
CCAAGCACAAGGTCCCATTAGCCAGGTGTCAGTGGACCAGCCTGTGGTTAACACAACAAATAA 
ATCCACACCCATGCCCTCAAACACAACCCCAGAGCCCGCCCCCACCCCCACAGTGGTGACCAC 
CACCAAGGCACAAGCCAGGGAGCCAACTGCCAGCCCAGTGCCAGTACCTCACACCAGCCCAAT 
CCCTGAGATGGAGGCCATGTCCCCCACGACACAGCCAAGCCCCATGCCATATACCCAGAGGGC 
CGCTGGGCCAGGCACATCCCAGGCACCGGAGCAGGTAGAGACTGAAGCCACACCAGGTACTGA 
TTCCACTGGGCCAACACCCAGGAGCTCAGGGGGCACTAAGATGCCAGCCACGGACTCGTGCCA 
GCCCAGCACCCAAGGCCAGTACATGGTGGTCACCACTGAGCCCCTCACCCAGGCCGTGGTAGA 
CAAAACTCTCCTTCTGGTGGTGCTGTTACTCGGGGTGACCCTTTTCATCACAGTCTTGGTTTT 
GTTTGCCCTGCAGGCCTATGAGAGCTACAAG/y^GAAGGACTACACCCAGGTGGACTACTTAAT 
CAACGGGATGTATGCGGACTCAGAAATGTGAGGGGGGCGGGGGCCTGGCGGGAGGCCTGGCCC 
CTTCCTCGTCCTTTCCTTTTGCCTTTGAGACCAAACCAAGTGCTTCCAAATTCTTTTGGTGCA 
ATTGAGGAGATATGCCAGATGCTTAAACACATTTAATTGCTGTCAGATTAATTCCATGATCAC 
TAAAGAGTTGCTGCTTTTTTCATATTTATTTTTGTAAATGATTCTGTGCCCAGGAGCAGCTGG 
GGGTTCCACCTCAGGGTGGGGCGGGCAGGACCCCGTCTCCCCAGGTGTCGGAGCCTGACCTGA 
ATTAAAGTACTGACTGCTCGCCA 
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FIGURE 224 

MWTALVLIWIFSLSLSESHAASNDPRNFVPNKMWKGLVKRNASVETVDNKTSEDVTMAAASPV 
TLTKGTSAAHLNSMEVTTEDTSRTDVSEPATSGVAADGVTSIAPTAVASSTTAASITTAASSM 
TVASSAPTTAASSTTVASIAPTTAASSMTAASSTPMTLALPAPTSTSTGRTPSTTATGHPSLS 
TALAQVPKSSALPRTATLATLATRAQTVATTANTSSPMSTRPSPSKHMPSDTAASPVPPMRPQ 
AQGPI SQVSVDQPVVNTTNKSTPMPSNTTPEPAPTPTVVTTTKAQAREPTAS PVPVPHTS PI P 
EMEAMSPTTQPSPMPYTQRAAGPGTSQAPEQVETEATPGTDSTGPTPRSSGGTKMPATDSCQP 
STQGQYMWTTEPLTQAWDKTLLLWLLLGVTLFITVLVLFALQAYESYKKKDYTQVDYLIN 
GMYADSEM 

Signal pep'tlde: 

amino acids 1-20 

Transmembrane domain: 

amino acids 396-420 

N-glycosyla^ion sites. 

amino acids 41-44, 49-52, 222-225, 268-271, 271-274 
Casein kinase XI phosphorylatd.on sit:es . 

amino acids 14-17, 51-54, 80-83, 85-88, 280-283, 434-437 

N-myristoylation sites . 

amino acids 68-73, 354-359 

Aldo/keto reductese family putetive act:ive site signatere. 

amino acids 195-210 



BNSOOCIO: <WO ^0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



225/550 

FIGURE 225 

GGAAGGCGCTCAAGGTGCGCGGCCCGGGGCGCGCTACTGGGGGCGCCCTCCGCGGTGGGCAGC 
GCGCCAGGGATCGGCCTGGGCAGCCGCGGGGCGCGCGAAGGCTGCGCTTTCCCTACGGCCCCC 
CTCGCTTCCTCCGGCACGGCGGCAACGGAGATTTCCTCTCGGGGAAACTACGCGGATCCTTTT 
CGGGGATCCTCGCCCCGCCCCAGTTCTCCGCCCCCTCCCCTTTGCTGGGGCGCCTGGGCTGGC 
CCGCGCAGGGGAGGAGGCTCTGGCAGCCTGGGCAGGGAGGCGGCGGGGGGCCGCGGAGCCGCT 
GGCCATCGATTCTCCCCGCCATGTGACGCCGTCCTTAGCCCTGCGACCCCCAGCGCGTCCCGG 
GCCTGCGCCTCCGCCCCGCCGCGCAGCGCACGATGCTTCTGCCGGGACGCGCACGCCAACCGC 
CGACGCCCCAGCCCGTGCAGCATCCCGGCCTCCGCCGGCAGGTAGAGCCGCCGGGGCAGCTCC 
TGCGCCTCTTCTACTGCACTGTCCTGGTCTGCTCCAAAGAGATCTCAGCGCTCACCGACTTCT 
CTGGTTACCTAACCAAACTCCTGCAAAACCACACCACCTATGCCTGTGATGGGGACTATTTGA 
ATCTACAGTGCCCTCGGCATTCTACGATAAGTGTCCAATCGGCATTTTATGGGCAAGATTACC 
AAATGTGTAGTTCCCAGAAGCCTGCCTCCCAGAGGGAAGACAGCTTAACCTGTGTGGCAGCCA 
CCACCTTCCAGAAGGTGCTGGACGAATGCCAGAACCAGCGGGCCTGCCACCTCCTGGTCAATA 
GCCGTGTTTTTGGACCTGACCTTTGTCCAGGAAGCAGTAAATACCTCCTGGTCTCCTTTAAAT 
GCCAACCTAATGAATTAAAAAACAAAACCGTGTGTGAAGACCAGGAGCTGAAACTGCACTGCC 
ATGAATCCAAGTTCCTCAACATCTACTCTGCGACCTACGGCAGGAGGACCCAGGZ^AAGGGACA 
TCTGCTCCTCCAAGGCAGAGCGGCTCCCCCCTTTCGATTGCTTGTCTTACTCAGCTTTGCAAG 
TCCTATCCCGAAGGTGCTATGGGAAGCAGAGATGCAAAATCATCGTCAACT^TCACCATTTTG 
GAAGCCCCTGTTTGCCAGGCGTGAAA7U\ATACCTCACTGTGACCTACGCATGTGTTCCCAAGA 
ACATACTCACAGCGATTGATCCAGCCATTGCTAATCTAAAACCTTCTTTGAAGCAGAAAGATG 
GTGAATATGGTAT7U\ACTTCGACCCAAGCGGATCGAAGGTTCTGAGGAAAGATGGAATTCTTG 
TTAGCAACtCTCTGGCAGCCTTTGCTTACATTAGAGCCCACCCAGAGAGAGCTGCCCTGCTGT 
TCGTGTCCAGTGTCTGCATCGGCCTGGCCCTCACACTGTGCGCCCTGGTCATCAGAGAGTCCT 
GTGCCAAGGACTTCCGCGACTTGCAGCTGGGGAGGGAGCAGCTGGTGCCAGGAAGTGACAAGG 
TCGAGGAGGACAGCGAGGATGAAGAAGAGGAGGAGGACCCCTCTGAGTCTGATTTCCCAGGGG 
AACTGTCGGGGTTCTGTAGGACTTCATATCCTATATACAGTTCCATAGAAGCTGCAGAGCTCG 
CAGAAAGGATTGAGCGCAGGGAGCA7\ATCATTCAGGAAATATGGATGAACAGTGGTTTGGACA 
CCTCGCTCCCAAGAAACATGGGCCAGTTCTAC TGA AAACCACATGCATCTTGATGCGATCGCA 
CTTTCTGAAGAAGGAAGGATCCCAAATGCCCCTCCAGTTCTGGTTCACCTGTACCTTCTATGA 
AGGAGAATTCGTCATGTCATTCAACACTCGTGAGGCCAGGAAGCTATTAAAGGGATGTTTCAA 
GCTGTTTCTAGCACATTCCAAAATAAATGAGGAGGGAGGAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAA/yyUUW^AAAAAA 
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FIGURE 226 

MLLPGRARQPPTPQPVQHPGLRRQVEPPGQLLRLFYCTVLVCSKEISALTDFSGYLTKLLQNH 
TTYACDGDYLNLQCPRHSTISVQSAFYGQDYQMCSSQKPASQREDSLTCVAATTFQKVLDECQ 
NQRACHLLVNSRVFGPDLCPGSSKYLLVSFKCQPNELKNKTVCEDQELKLHCHESKFLNIYSA 
TYGRRTQERDICSSKAERLPPFDCLSYSALQVLSRRCYGKQRCKIIVNNHHFGSPCLPGVKKY 
LTVTYACVPKNILTAIDPAIANLKPSLKQKDGEYGINFDPSGSKVLRKDGILVSNSLAAFAYI 
RAHPERAALLFVSSVCIGLALTLCALVIRESCAKDFRDLQLGREQLVPGSDKVEEDSEDEEEE 
EDPSESDFPGELSGFCRTSYPIYSSIEAAELAERIERREQIIQEIWMNSGLDTSLPRNMGQFY 

Transmembrane domains : 

amino acids 32-49, 322-343 

N-glycosylation sit:es . 
amino acids 62-66, 165-169 

Tyrosine kinase phosphorylation site. 

amino acids 280-287 

N-myristoylation sibe • 

amino acids 302-308, 333-339, 428-434 

Amida'bxon site. 

amino acids 191-195 
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FIGURE 227 

GGCACGAGGTGGAAGGGCTTTTACTVAACAGATTGCTGGCCCCACCCCCCAGAATTTCTCATCA 
GGAGTGGGCAAGACCAATCATTTGCATTTCTGACAAGTTCCCAGGAGCTGCAGCTGCTGGCCC 
TGGAACCACACTTTGAGAACCACTGCTTTAGACCAAACACCAAAGGAAGATGCAGCCACCCTC 
CTTTACATGTCACAACGCTCAGGGTCCATGAGTACCTCAGGCTGTCCAGCTGAGCTCCACCTG 
CAGCAGCCGAGATTCCCGACTCGCTCCACCATTGGGGGCTAGGAGTGAAGCGTGTCACCATGG 
TCAGCTCATGGCCAGCCAGGAAAGCCTCTCTGCTGTGCGTCTGTGCAGTTCTTGTTCTTCCCT 
GGAGGACTCTTGGATCGCCTGTGATCTTGGCCAGGAGACCAGGTGCCTGGGTCCCTTCCTGGA 
AGGGGACAAGTTACACACCCCAGCCCCATTTTCCCACCAACTTCTACATGCCTTGGGAGAACC 
TTCTACATGTTGGCTGCCCCCTTCCCCTATTTCAGCAGTGCCCAGTCCTGCTTATAAACCTGA 
GGCCTGCTCCCCATACCTTCCCTGTGCAAGTGCCAGCCGTTATTCCAGGCAGCCCAATGTTGT 
TGAGGCCAGATGGATTCCTGGAAGCAGCTGGCCCATGGATGTGAGTCATCACAGTATTCTAGA 
AACAGAGAAGAGGTCTTAACCTAATGCGCATAGAGAAATTGTTCTCATTGTAAACATACCCCT 
GTCCTTAGCTGATCTAGGTGGAAGCCCAGCTTCATGTGCTAGGGGGCATGATAATGATAATAA 
AGGAATTGTATCTAGGACTAA 
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FIGURE 228 

MVSSWPARKASLLCVCAVLVLPWRTLGSPVILARRPGAWVPSWKGTSYTPQPHFPTNFYMPWE 
NLLHVGCPLPLFQQCPVLLINLRPAPHTFPVQVPAVIPGSPMLLRPDGFLEAAGPWM 

Signal peptide: 

amino acids 1-27 

cAMP- and cGMP-dependent: protein kinase phosphorylation site. 

amino acids 8-12 
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FIGURE 229 

GGGAAGGGATGCAAGGAAGCCCTCCGGCGCTGCGCTCCGAGGCGGGAGACAGCGTCCCGCTGA 
AAATGTGTGTCTGACATGCAAGCTCAGTGGGGCAGAGACCCGTGGATTGCTGTGCCCTGCCCT 
CCGGACCTGGATC ATGA AGGTGTTGGGAAGAAGCTTCTTCTGGGTGCTGTTTCCCGTCCTTCC 
CTGGGCGGTGCAGGCTGTGGAGCACGAGGAGGTGGCGCAGCGTGTGATCAAACTGCACCGCGG 
GCGAGGGGTGGCTGCCATGCAGAGCCGGCAGTGGGTCCGGGACAGCTGCAGGAAGCTCTCAGG 
GCTTCTCCGCCAGAAGAATGCAGTTCTG/y^CAAACTGATVAACTGCAATTGGAGCAGTGGAGAA 
AGACGTGGGCCTGTCGGATGAAGAGAAACTGTTTCAGGTGCACACGTTTGAAATTTTCCAGAA 
AGAGCTGAATGAAAGTGAAAATTCCGTTTTCCAAGCTGTCTACGGACTGCAGAGAGCCCTGCA 
GGGGGATTACAlAAGATGTCGTGAACATGAAGGAGAGCAGCCGGCAGCGCCTGGAGGCCCTGAG 
AGAGGCTGCAATAAAGGAAGAAACAGAATATATGGAACTTCTGGCAGCAGAAAAACATCAAGT 

tgaagcccttaaaaatatgcaacatcaaaaccaaagtttatccatgcttgacgag^^^ 

agatgtaagaaaggcagcggatcgtctggaggaagagatagaggaacatgcttttgacgacaa 

taaatcagtcaagggggtcaattttgaggcagttctgagggtggaggaagaagaggccaattc 

taagcaaaatataacaaaacgagaagtggaggatgacttgggtcttagcatgctgattgactc 

ccagaacaaccagtatattttgaccaagcccagagattcaaccatcccacgtgcagatcacca 

ctttataaaggacattgttaccataggaatgctgtccttgccttgtggctggctatgtacagc 

cataggattgcctacaatgtttggttatattatttgtggtgtacttctgggaccttcaggact 

aaatagtattaagtctattgtgcaagtggagacattaggagaatttggggtgttttttactct 

TTTTCTTGTTGGCTTAGT^TTTTCTCCAGAAAAGCTAAGAAAGGTGTGGAAGATTTCCTTACA 

agggccgtgttacatgacactgttaatgattgcatttggcttgctgtgggggcatctcttgcg 
gatcaaacccacgcagagcgtcttcatttccacgtgtctgtccttgtcaagcacacccctcgt 
gtccaggttcctcatgggcagtgctcggggtgacaaagaaggcgacattgactacagcaccgt 
gctcctcggcatgctggtgacgcaggacgtgcagctcgggctcttcatggccgtcatgccgac 

TCTCATACAGGCGGGCGCCAGTGCATCTTCTAGCATTGTCGTGGAAGTTCTCCGAATCCTGGT 

tttgattggtcagattcttttttcactagcggcggtttttcttttatgtcttgttataaagaa 
gtatctcattggaccctattatcggaagctgcacatggaaagcaaggggaacaaagaaatcct 
gatcttgggaatatctgcctttatcttcttaatgttaacggtcacggagctgctggacgtctc 
catggagctgggctgtttcctggctggagcgctcgtctcctctcagggccccgtggtcaccga 
ggagatcgccacctccatcgaacccatccgcgacttcctggccatcgttttcttcgcctccat 

AGGGCTCCACGTGTTCCCCACGTTTGTGGCGTACGAGCTCACGGTGCTGGTGTTCCTCACCTT 

gtcagtggtggtgatgaagtttctcctggcggcgctggtcctgtctctcattctgccgaggag 
cagccagtacatcaagtggatcgtctctgcggggcttgcccaggtcagcgagttttcctttgt 
cctggggagccgggcgcgaagagcgggcgtcatctctcgggaggtgtacctccttatactgag 
tgtgaccacgctcagcctcttgctcgccccggtgctgtggagagctgcaatcacgaggtgtgt 
gcccagaccggagagacggtccagcctc tga tggctcggagatgatggaccgtggaagggaag 

CGTCTGTGGGGAGTGAGCGCTTAGATGGCCAGCAGCTGCTCCTTCTGGGAAGCTCGCACCTTG 

gcaacagaacagccctctagcagagcgtcagtgcagtcgtgttatcccggcttttacagaata 
ttcttgtcctattttagaattttccggagtagtttatttgcagtctgttgattatgtgcagta 
gacccgggacactgcgttttaccgatcaccttgaatgtggtgcctggatgtgccttttttttt 

TTTCCCTGAAATTATTATTAATTTTCTATTGTGAGTTCATCAGTTCATAGTTTTTTTAGTAAA 

gaagcaaaattaaaaggcttttaaaaatgtacaacttcagaattataatctgttagtctvaata 

TTTGTTATTAAACATTTCTGTAATATGAAGTTGTAATCCTGGCCGTGAGCTTGG7\AGCTTACT 

tttgattcttaaagcctatgttttctaaaatgagacaaatacggatgtctatttgccttttat 

TGTAACTTTTAAATGAAATAATTTCATGTCAATTTCTATTAGATATATCACTTA7UUVTATTTG 

gttttaaatcacaagaatatgtattctttaataaagataatttatgatcatggtaaaaaaaaaaa 
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FIGURE 230 

MKVLGRSFFWVLFPVLPWAVQAVEHEEVAQRVIKLHRGRGVAAMQSRQWVRDSCRKLSGLLRQ 
KNAVLNKLKTAIGAVEKDVGLSDEEKLFQVHTFEIFQKELNESENSVFQAVYGLQRALQGDYK 
DVVNMKESSRQRLEALREAAIKEETEYMELLAAEKHQVEALKNMQHQNQSLSMLDEILEDVRK 
AADRLEEEIEEHAFDDNKSVKGVNFEAVLRVEEEEANSKQNITKREVEDDLGLSMLIDSQNNQ 
YILTKPRDSTiPE^DHHFIKDIVTIGMLSLPCGWLCTAIGLPTMFGYIICGVLLGPSGLNSIK 
SIVQVETLGEFGVFFTLFLVGLEFSPEKLRKVWKISLQGPCYMTLLMIAFGLLWGHLLRIKPT 
QSVFISTCLSLSSTPLVSRFLMGSARGDKEGDIDYSTVLLGMLVTQDVQLGLFMAVMPTLIQA 
GASASSSIVVEVLRILVLIGQILFSLT^VFLLCLVIKKYLIGPYYRKLHMESKGNKEILILGI 
SAFIFLMLTVTELLDVSMELGCFLAGALVSSQGPWTEEIATSIEPIRDFLAIVFFASIGLHV 
FPTFVAYELTVLVFLTLSVWMKFLLAALVLSLILPRSSQYIKWIVSAGLAQVSEFSFVLGSR 
ARRAGVISREVYLLILSVTTLSLLLAPVLWRAAITRCVPRPERRSSL 

Signal peptixde: 

amino acids 1-22 

Transmembrane domains: 

amino acids 282-304, 322-337, 354-370, 379-395, 445-474, 501-520, 
576-598, 641-660 

N-glycosyla-bion sites . 

amino acids 104-108, 174-178, 206-210, 230-234 

cAMP- and cG2dP -dependent prctein kinase phosphoryla'bion si^te. 

amino acids 55-59, 673-677 

Tyrosine kinase phosphoryla'bion site. 

amino acids 407-414 

N-myristoylation sites . 

amino acids 116-122, 327-333, 366-372, 401-407, 419-425, 429-435, 
442-448, 525-531, 530-536 

Cell attachment sequence . 

amino acids 404-407 
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FIGURE 231 

GAGAAAAACAACAGGAAGCAGCTTACAAACTCGGTGAACAACTGAGGGT^CCAAACCAGAGAC 
GCGCTGAACAGAGAGAATCAGGCTCAAAGCAAGTGGAAGTGGGCAGAGATTCCACCAGGACTG 
GTGCAAGGCGCAGAGCCAGCCAGATTTGAGAAGAAGGCAAAAAGATGCTGGGGAGCAGAGCTG 
TAATGCTGCTGTTGCTGCTGCCCTGGACAGCTCAGGGCAGAGCTGTGCCTGGGGGCAGCAGCC 
CTGCCTGGACTCAGTGCCAGCAGCTTTCACAGT^GCTCTGCACACTGGCCTGGAGTGCACATC 
CACTAGTGGGACACATGGATCTAAGAGAAGAGGGAGATGAAGAGACTAC7\AATGATGTTCCCC 
ATATCCAGTGTGGAGATGGCTGTGACCCCCAAGGACTCAGGGACAACAGTCAGTTCTGCTTGC 
AAAGGATCCACCAGGGTCTGATTTTTTATGAGAAGCTGCTAGGATCGGATATTTTCACAGGGG 
AGCCTTCTCTGCTCCCTGATAGCCCTGTGGGCCAGCTTCATGCCTCCCTACTGGGCCTCAGCC 
AACTCCTGCAGCCTGAGGGTCACCACTGGGAGACTCAGCAGATTCCAAGCCTCAGTCCCAGCC 
AGCCATGGCAGCGTCTCCTTCTCCGCTTCAAAATCCTTCGCAGCCTCCAGGCCTTTGTGGCTG 
TAGCCGCCCGGGTCTTTGCCCATGGAGCAGCAACCCTGAGTCCCgCAAAGGCAGCAGCTCAAGG 
ATGGCACTCAGATCTCCATGGCCCAGCAAGGCCAAGATAAATCTACCACCCCAGGCACCTGTG 
AGCC7U\CAGGTTAATTAGTCCATTAATTTTAGTGGGACCTGCATATGTTGAAAATTACCAATA 
CTGACTGACATGTGATGCTGACCTATGATAAGGTTGAGTATTTATTAGATGGGAAGGGAAATT 
TGGGGATTATTTATCCTCCTGGGGACAGTTTGGGGAGGATTATTTATTGTATTTATATTGAAT 
TATGTACTTTTTTCAATAAAGTCTTATTTTTGTGGCTAAAAAAAAAAAAA 
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FIGURE 232 

MLGSRAVMLLLLLPWTAQGRAVPGGSSPAWTQCQQLSQKLCTLAWSAHPLVGHMDLREEGDEE 
TTNDVPHIQCGDGCDPQGLRDNSQFCLQRIHQGLIFYEKLLGSDIFTGEPSLLPDSPVGQLHA 
SLLGLSQLLQPEGHHWETQQIPSLSPSQPWQRLLLRFKILRSLQAFVAVAARVFAHGAATLSP 

Xiuporbant: features of t:lie pro-texn: 
Signal peptide: 

amino acids 1-21 

Casein kinase IX phosphorylation site. 

amino acids 64-67 

N-myristoylation sites. 

amino acids 25-30, 81-86, 122-127 
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FIGURE 233 

CCCACGCGTCCGGCCCTGTAACCAAGATACTGACTGAACATGGCTGGCGGACTCAGGCTGGGGTCTGCAGTGCAG 
CATTAATGGGCCGCTGACATGAATATGGAGTAGTTTTCTCTAGCA/^GAGTAATCTGGGCCATGGAGTCAGGCCA 
CCTCCTCTGGGCTCTGCTGTTCATGCAGTCCTTGTGGCCTCAACTGACTGATGGAGCCACTCGAGTCTACTACCT 
GGGCATCCGGGATGTGCAGTGGAACTATGCTCCCAAGGGAAGAAATGTCATCACGAACCAGCCTCTGGACAGTGA 
CATAGTGGCTTCCAGCTTCTTAAAGTCTGACAAGAACCGGATAGGGGGAACCTACAAGAAGACCATCTATAAAGA 
ATACAAGGATGACTCATACACAGATGAAGTGGCCCAGCCTGCCTGGTTGGGCTTCCTGGGGCCAGTGTTGCAGGC 
TGAAGTGGGGGATGTCATTCTTATTCACCTGAAGAATTTTGCCACTCGTCCCTATACCATCCACCCTCATGGTGT 
CTTCTACGAGAAGGACTCTGAAGGTTCCCTATACCCAGATGGCTCCTCTGGGCCACTGAAAGCTGATGACTCTGT 
TCCCCCGGGG6GCAGCCATATCTACAACTGGACCATTCCAGAAGGCCATGCACCCACCGATGCTGACCCAGCGTG 
CCTCACCTGGATCTACCATTCTCATGTAGATGCTCCACGAGACATTGCAACTGGCCTAATTGGGCCTCTCATCAC 
CTGTAAAAGAGGAGCCCTGGATGGGAACTCCCCTCCTCAACGCCAGGATGTAGACCATGATTTCTTCCTCCTCTT 
CAGTGTGGTAGATGAG7\ACCTCAGCTGGCATCTCAATGAGAACATTGCCACTTACTGCTCAGATCCTGCTTCAGT 
GGACAAAGAAGATGAGACATTTCAGGAGAGCAATAGGATGCATGCAATCAATGGCTTTGTTTTTGGGAATTTACC 
TGAGCTGTUVCATGTGTGCACAGAAACGTGTGGCCTGGCACTTGTTTGGCATGGGCAATGAAATTGATGTCCACAC 
AGCATTTTTCCATGGACAGATGCTGACTACCCGTGGACACCACACTGATGTGGCTAACATCTTTCCAGCCACCTT 
TGTGACTGCTGAGATGGTGCCCTGGGAACCTGGTACCTGGTTAATTAGCTGCCAAGTGAACAGTCACTTTCGAGA 
TGGCATGCAGGCACTCTACAAGGTCAAGTCTTGCTCCATGGCCCCTCCTGTGGACCTGCTCACAGGCAAAGTTCG 
ACAGTACTTCATTGAGGCCCATGAGATTCAATGGGACTATGGCCCGATGGGGCATGATGGGAGTACTGGGAAGAA 
TTTGAGAGAGCCAGGCAGTATCTCAGATAAGTTTTTCCAGAAGAGCTCCAGCCGAATTGGGGGCACTTACTGGAA 
AGTGCGATATGAAGCCTTTCAAGATGAGACATTCCAAGAGAAGATGCATTTGGAGGAAGATAGGCATCTTGGAAT 
CCTGGGGCCAGTGATCCGGGCTGAGGTGGGTGACACCATTCAGGTGGTCTTCTACAACCGTGCCTCCCAGCCATT 
CAGCATGCAGCCCCATGGGGTCTTTTATGAGAAAGACTATGAAGGCACTGTGTACAATGATGGCTCATCTTACCC 
TGGCTTGGTTGCCAAGCCCTTTGAGAAAGTAACATACCGCTGGACAGTCCCCCCTCATGCCGGTCCCACTGCTCA 
GGATCCTGCTTGTCTCACTTGGATGTACTTCTCTGCTGCAGATCCCATAAGAGACACAAATTCTGGCCTGGTGGG 
CCCGCTGCTGGTGTGCAGGGCTGGTGCCTTGGGTGCAGATGGCAAGCAGAAAGGGGTGGATAAAGAATTCTTTCT 
TCTCTTCACTGTGTTGGATGAGAACAAGAGCTGGTACAGCAATGCCAATCAAGCAGCTGCTATGTTGGATTTCCG 
ACTGCTTTCAGAGGATATTGAGGGCTTCCAAGACTCCAATCGGATGCATGCCATTAATGGGTTTCTGTTCTCTAA 
CCTGCCCAGGCTGGACATGTGCAAGGGTGACACAGTGGCCTGGCACCTGCTCGGCCTGGGCACAGAGACTGATGT 
GCATGGAGTCATGTTCCAGGGCTVACACTGTGCAGCTTCAGGGCATGAGGAAGGGTGCAGCTATGCTCTTTCCTCA 
TACCTTTGTCATGGCCATCATGCAGCCTGACAACCTTGGGACATTTGAGATTTATTGCCAGGCAGGCAGCCATCG 
AGAAGCAGGGATGAGGGCAATCTATAATGTCTCCCAGTGTCCTGGCCACCAAGCCACCCCTCGCCAACGCTACCA 
AGCTGCAAGAATCTACTATATCATGGCAGAAGAAGTAGAGTGGGACTATTGCCCTGACCGGAGCTGGGAACGGGA 
ATGGCACAACCAGTCTGAGAAGGACAGTTATGGTTACATTTTCCTGAGCAACAAGGATGGGCTCCTGGGTTCCAG 
ATACAAGAAAGCTGTATTCAGGGAATACACTGATGGTACATTCAGGATCCCTCGGCCAAGGACTGGACCAGAAGA 
ACACTTGGGAATCTTGGGTCCACTTATCAAAGGTGAAGTTGGTGATATCCTGACTGTGGTATTCAAGAATAATGC 
CAGCCGCCCCTACTCTGTGCATGCTCATGGAGTGCTAGAATCTACTACTGTCTGGCCACTGGCTGCTGAGCCTGG 
TGAGGTGGTCACTTATCAGTGGAACATCCCAGAGAGGTCTGGCCCTGGGCCCAATGAGTCTGCTTGTGTTTCCTG 
GATCTATTATTCTGCAGTGGATCCCATCAAGGACATGTATAGTGGCCTGGTGGGGCCCTTGGCTATCTGCCAAAA 
GGGCATCCTGGAGCCCCATGGAGGACGGAGTGACATGGATCGGGAATTTGCATTGTTGTTCTTGATTTTTGATGA 
AAATAAGTCTTGGTATTTGGAGGAAAATGTGGCAACCCATGGGTCCCAGGATCCAGGCAGTATTAACCTACAGGA 
TGAAACTTTCTTGGAGAGCAATAAAATGCATGCAATCAATGGGAAACTCTATGCCAACCTTAGGGGTCTTACCAT 
GTACCAAGGAGAACGAGTGGCCTGGTACATGCTGGCCATGGGCCAAGATGTGGATCTACACACCATCCACTTTCA 
TGCAGAGAGCTTCCTCTATCGGAATGGCGAGAACTACCGGGCAGATGTGGTGGATCTGTTCCCAGGGACTTTTGA 
GGTTGTGGAGATGGTGGCCAGCAACCCTGGGACATGGCTGATGCACTGCCATGTGACTGACCATGTCCATGCTGG 
CATGGAGACCCTCTTCACTGTTTTTTCTCGAACAGAACACTTAAGCCCTCTCACCGTCATCACCAAAGAGACTGA 
AAAAGTGCCCCCCAGAGACATTGAAGAAGGCAATGTGAAGATGCTGGGCATGCAGATCCCCATAAAGAATGTTGA 
GATGCTGGCCTCTGTTTTGGTTGCCATTAGTGTCACCCTTCTGCTCGTTGTTCTGGCTCTTGGTGGAGTGGTTTG 
GTACCAACATCGACAGAGAAAGCTACGACGCAATAGGAGGTCCATCCTGGATGACAGCTTCAAGCTTCTGTCTTT 
CAAACAGTAACATCTGGAGCCTGGAGATATCCTCAGGAAGCACATCTGTAGTGCACTCCCAGCAGGCCATGGACT 
AGTCACTAACCCCACACTCAAAGGGGCATGGGTGGTGGAGAAGCAGAAGGAGCAATCAAGCTTATCTGGATATTT 
CTTTCTTTATTTATTTTACATGGAAATAATATGATTTCACTTTTTCTTTAGTTTCTTTGCTCTACGTGGGCACCT 

ggcactaagggagtaccttattatcctacatcgcaaatttcaacagctacattatatttccttctgacacttgga 
aggtattgaaatttctagaaatgtatccttctcacaaagtagagaccaagagaaaaactcattgattgggtttct 
acttctttcaaggactcaggaaatttcactttgaactgaggccaagtgagctgttaagataacccacacttaaac 
taaaggctaagaatataggcttgatgggaaattgaaggtaggctgagtattgggaatccaaattgaattttgatt 
ctccttggcagtgaactactttgaagaagtggtcaatgggttgttgctgccatgagcatgtacaacctctggagc 
tagaagctcctcaggaaagccagttctccaagttcttaacctgtggcactgaaaggaatgttgagttacctcttc 
atgttttagacagcaaaccctatccattaaagtacttgttagaccaaaaaaaaaaa;^ 



BNSOOCID: <WO 014046eA2 I > 



wo 01/40466 



PCT/USOO/32678 



234/550 

FIGURE 234 

MWAMESGHLLWALLFMQSLWPQLTDGATRVYYLGIRDVQWNYAPKGRNVITNQPLDSDIVASS 
FLKSDKNRIGGTYKKTIYKEYKDDSYTDEVAQPAWLGFLGPVLQAEVGDVILIHLKNFATRPY 
TIHPHGVFYEKDSEGSLYPDGSSGPLKADDSVPPGGSHIYNWTIPEGHAPTDADPACLTWIYH 
SHVDAPRDIATGLIGPLITCKRGALDGNSPPQRQDVDHDFFLLFSVVDENLSWHLNENIATYC 
SDPASVDKEDETFQESNRMHAINGFVFGNLPELNMCAQKRVAWHLFGMGNEIDVHTAFFHGQM 
LTTRGHHTDVANIFPATFVTAEMVPWEPGTWLISCQVNSHFRDGMQALYKVKSCSiVIAPPVDLL 
TGKVRQYFIEAHEIQWDYGPMGHDGSTGKNLREPGSISDKFFQKSSSRIGGTYWKVRYEAFQD 
ETFQEKMHLEEDRHLGILGPVIRAEVGDTIQVVFYNRASQPFSMQPHGVFYEKDYEGTVYNDG 
SSYPGLVAKPFEKVTYRWTVPPHAGPTAQDPACLTWMYFSAADPIRDTNSGLVGPLLVCRAGA 
LGADGKQKGVDKEFFLLFTVLDENKSWYSNANQAAAMLDFRLLSEDIEGFQDSNRMHAINGFL 
FSNLPRLDMCKGDTVAWHLLGLGTETDVHGVMFQGNTVQLQGMRKGAAMLFPHTFVMAIiyiQPD 
NLGTFEIYCQAGSHREAGMRAIYNVSQCPGHQATPRQRYQAARIYYIMAEEVEWDYCPDRSWE 
REWHNQSEKDSYGYIFLSNKDGLLGSRYKKAVFREYTDGTFRIPRPRTGPEEHLGILGPLIKG 
EVGDILTVVFKNNASRPYSVHAHGVLESTTVWPLAAEPGEVVTYQWNIPERSGPGPNDSACVS 
WIYYSAVDPIKDMYSGLVGPLAICQKGILEPHGGRSDMDREFALLFLIFDENKSWYLEENVAT 
HGSQDPGSINLQDETFLESNKMHAINGKLYANLRGLTMYQGERVAWYMLAMGQDVDLHTIHFH 
AESFLYRNGENYRADVVDLFPGTFEWEMVASNPGTWLMHCHVTDHVHAGMETLFTVFSRTEH 
LSPLTVITKETEKVPPRDIEEGNVKMLGMQIPIKNVEMLASVLVAISVTLLLVVLALGGVVWY 
QHRQRKLRRNRRSILDDSFKLLSFKQ 



Signal peptide: 

amino acids 1-21 
Transmembrane domain : 
amino acids 1109-1130 
N-glycosylation sites . 

amino acids 167-171, 239-243, 591-595, 717-721, 761-765, 832-836, 
876-880, 934-938 

Glycoseuainoglycan attachment site . 

amino acids 871-875 

Tyrosine kinase phosphorylation sites. 

amino acids 82-90, 137-145, 494-502, 513-521 
N-myristoylation sites . 

amino acids 212-218, 313-319, 498-504, 566-572, 672-678, 778-784, 
843-849 

Multicopper oxidases signature 1 . 

amino acids 344-365, 696-717, 1043-1064 
Multicopper oxidases signature 2 . 

amino acids 1048-1060 
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FIGURE 235 

GGAAAGAGTGCTGGTACTACAACCAGGAAGTGACAGATAATGTGCTTTAAACTACATTAGAAAAGCTTCTCATAG 
CAAAACTGAGAGATTGAAGCAGTGATTATTTTTACATAGTTGTCATTAAATATTTGGAGCTCTGCTGTGCATAGA 
GATGGCAACATACTTAGAATACACAGCTTTCTGGGCCAGAAATTGATCTTCTGACTTTTGAGCCTTATCTGATTA 
CTGCTTGGTTCATCTTTATTTTGTTAAACTACTCTGTAGGCTGAAAGGGAGAGACTCTCCTTGGTTTGCAGAGCC 
TGACTAGACAGGAATTCTGGCAACTGCTCCAGCAGAACTATGGCACTGAGCTAGGTTTAAATGCTGAGGAGATGG 
AAAACTTGTCACTGTCGATTGAGGATGTGCAGCCAAGAAGTCCAGGAAGAAGCAGCTTGGATGACTCTGGGGAGA 
GAGATGAAAAATTATCCAAGTCAATCAGTTTTACCAGTGAATCAATTAGTCGGGTTTCAGAAACAGAGTCATTCG 
ATGGAAATTCATCAAAAGGAGGATTAGGCAAAGAGGAGTCCCAAAATGAGAAACAGACCAAAAAGAGTCTCTTAC 
CAACTTTGGAAAAGAAGTTAACTAGAGTGCCATCAAAGTCACTGGACTTGT^TAAAAATGAATATCTTTCTCTGG 
ACAAAAGCAGCACTTCAGATTCTGTTGATGAAGAAAATGTTCCTGAGAAAGATCTTCATGGAAGACTTTTTATCA 
ACCGTATTTTTCATATCAGTGCTGACAG^\ATGTTTGAATTGCTCTTTACCAGTTCACGCTTTATGCAGAAATTTG 
CCAGTTCTAGAAATATMTAGATGTAGTATCTACCCCTTGGACTGCAGAACTTGGAGGTGATCAGCTGAGAACGA 
TGACCTACACTATAGTCCTTAATAGTCCACTTACTGGAAAATGCACTGCTGCCACTGAAAAGCAGACACTGTATA 
AAGAAAGTCGGGAAGCACGATTTTATTTGGTAGATTCAGAAGTACTGACACATGATGTCCCCTACCATGATTACT 
TCTATACCGTGAACAGATACTGTATCATCCGATCTTCAAAACAGAAATGCAGGCTAAGAGTTTCCACAGATTTGA 
AATACAGAAAACAGCCATGGGGCCTTGTCAAATCTTTAATTGAAAAGT^TTCCTGGAGTTCTTTGGAGGACTATT 
TCAAACAGCTTGAATCAGATTTGTTAATTGAAGAATCTGTATTAAATCAGGCCATTGAAGACCCTGGAAAACTTA 
CTGGCCTACGAAGGAGAAGGCGAACCTTCAACCGAACAGCAGAAACAGTTCCTAAACTTTCCTCTCAGCATTCCT 
CTGGAGATGTGGGCTTAGGTGCCAAAGGGGATATTACAGGAAAGAAAAAGGAAATGGAAAACTATAACGTCACTC 
TTATTGTGGTi^ATGAGTATTTTTGTGTTGTTATTAGTTTTGTTGAATGTGACACTGTTTCTGAAGCTGTCAAAGA 
TAGAACATGCTGCTCAGTCCTTTTACCGTCTCCGCCTCCAAGAAGAGAAATCTTTAAATTTAGCCTCTGATATGG 
TGTCAAGAGCAGAAACTATTCAGAAGAATAAAGATCAGGCCCATCGTTTAAAGGGAGTGCTCCGAGACTCCATAG 
TGATGCTTGAACAGCTGAAGAGCTCACTCATTATGCTTCAGAAAACGTTTGATCTACTAAATAAGAATAAGACTG 
GCATGGCTGTTGAAAGCTAGTGATCTGAAGGACTT^^AACCGCAGAGATACTTGGAACTTAAAGAAAATACCTGGA 
AGAAAACCAGACGAATGAAGGATTTTGGCATAGAACATTTCTATGTTTTTTCATTATTGAGATTTCT7VATATGAA 
CATTTCTTTCAGTAACATTTATTTGATAATTAGTTTCTGCTGGCCTTAATAATCCATCCTTTCACTTCTTATAGA 
TATTTTTAAGCTGTGAATTTCTTCAGTGAACCATGAAATATATTATAGAACTGAATTTCTCTGATACAAAAAGAA 
AATGACACACCCTGAATTGAGTGGTATGGTCTCATTTCTACAGTGAAGTCTGATGCTTTGTTAGCACAGAATCCG 
TACATGTCCT^TAGGTCGCTTTTGTAACTGAGATAAGACCAAGAGGATAAACAGGACAATATAAGAAGAAACCTC 
TATGTCATTACTGATTTTAAAGGTTCTGTTTTCAGGCATATAACATTTCCAGGTTTGTGTACTGTAAAGATTATA 
ATGTCTTCATTTATTTAGCATGCAAATTTAATAGTCAAACTTTTTGAATCTGCATGTTGATGATGATTATCAGAA 
AGGGTCTTCTGCCATGCTGTATCTTTATGAAAGAAATAGTTGTTTTTTCTTAAGGTAACTATCAGAGGTGGGATT 
ATCTTGCCTCCTCACTTAGAATACCAACAGTCAAAAGGAAGAACCATCCTCTGAGTTTTAAAAACCAGAAGGTTA 
TGTTAAAATCTGGGCATTTAGTGACAGATCAAATGCATACTTGAACTAAGATTGGCTTCAGCTTAGCAGTCTTTC 
ATGGTGGAAGTGACACATCTGGTTGAAAATAATTTGTGTATTTTCAGTAACCATGTATGGCTTCCTTCTTTATGT 
ATGTGTGTGACTTGTTTTAATTGGTAAGTTATAAGCCAGACATAGATTTTAGCTCTTTAATAAA7VACTTCAGGGG 
CACGTATGTCCCAGTACAAGTGTACTGACTATCAAGTTTTAACTCAGATGCAAGCTTTGGCTCTTTCATAAAAAG 
TTTTTATGCATATGTGTCTCCATACAAGTGGCTCATTAAAATAAGAACTTTGTAAACTGACTTAAAATCAGATAT 
TTTTTCAAGAGTTAGGGAAAGTTGAAGTGTTTTACTGTTTTGTCTCTTGAGCCCTTTCTCTGGGGAAAAAATACA 
TATCCATCTATCTATCTATATATAAACTGTGTATACATTCTTACTGTTTGAACAACTATTGCCTTTAATTAAATG 
TTTCATTTTTCTCCAGAGTCCCCAAAGCCACATGGCATTATTATAGTCATTTTTGAGATGCCTGTAGAGAATGAA 
AGTATTGACTCCGTTAGAGGGAAAATGGGTTTCTCTGGGTGAATTCCAACGAAGCATACCTAGGGGTAACAGTGA 
ACCTACCTGGGTTTGTTTTGTTTTGGTTiAGGATTTATGTAGTGTCTGGCTGTAAGCAAGAATGAGTGGATTATAA 
ACTTGAAGATTTCTCTGTTAAAGTCACAAAAATGATCGACAAACAATATTTTTGTGATGTTTATTTAAACGTTGT 
ATTTTATAACATACTTCAAGGAAGAGTATCGAAGTAAGTTGCTTTATAAATTAAGACTAAATTCGTATGGATGCA 
GAATTCAATTAATAAAATTTGAGCCTGTTACGTAAATTGAATATTAATAAAATTGAAAATTTCAAAA 



BNSDOCID: <WO 014046GA2 I > 



wo 01/40466 



PCT/USOO/32678 



236/550 

FIGURE 236 

MENLSLSIEDVQPRSPGRSSLDDSGERDEKLSKSISFTSESISRVSETESFDGNSSKGGLGKE 
ESQNEKQTKKSLLPTLEKKLTRVPSKSLDLNKNEYLSLDKSSTSDSVDEENVPEKDLHGRLFI 
NRIFHISADRMFELLFTSSRFMQKFASSRNIIDVVSTPWTAELGGDQLRTMTYTIVLNSPLTG 
KCTAATEKQTLYKESREARFYLVDSEVLTHDVPYHDYFYTVNRYCIIRSSKQKCRLRVSTDLK 
YRKQPWGLVKSLIEKNSWSSLEDYFKQLESDLLIEESVLNQAIEDPGKLTGLRRRRRTFNRTA 
ETVPKLSSQHSSGDVGLGAKGDITGKKKEMENYNVTLIVVMSIFVLLLVLLNVTLFLKLSKIE 
HAAQSFYRLRLQEEKSLNLASDMVSRAETIQKNKDQAHRLKGVLRDSIVMLEQLKSSLIMLQK 
TFDLLNKNKTGMAVES 

Transmembrane domain : 

amino acids 352-371 

N-glycosylation 811:08 . 

amino acids 3-7, 54-58, 312-316, 349-353, 367-371, 449-453 

cAMP- and cGbdP-dependent: protein kinase phosphorylation slt:es . 

amino acids 81-85, 307-311 

Tyrosine kinase phosphoryla-blon slices . 

amino acids 202-211, 246-254, 341-349 

N-myrls'boyXatlon site. 

amino acids 259-265 

Amldatlon site. 

amino acids 339-343 
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FIGURE 237 

CAGGGGCTGGAGGGCAGGGGAGGGGATGATGTCATTCCTGCTCGGCGCAATCCTGACCCTGCT 
CTGGGCGCCCACGGCTCAGGCTGAGGTTCTGCTGCAGCCTGACTTCAATGCTGAAAAGTTCTC 
AGGCCTCTGGTACGTGGTCTCCATGGCATCTGACTGCAGGGTCTTCCTGGGCAAGAAGGACCA 
CCTGTCCATGTCCACCAGGGCCATCAGGCCCACAGAGGAGGGCGGCCTCCACGTCCACATGGA 
GTTCCCGGGGGCGGACGGCTGTAACCAGGTGGATGCCGAGTACCTGAAGGTGGGCTCCGAGGG 
ACACTTCAGAGTCCCGGCCTTGGGCTACCTGGACGTGCGCATCGTGGACACAGACTACAGCTC 
GTTCGCCGTCCTTTACATCTACAAGGAGCTGGAGGGGGCCCTCAGCACCATGGTGCAGCTCTA 
CAGCCGGACCCAGGATGTGAGTCCCCAGGCTCTGAAGTCCTTCCAGGACTTCTACCCGACCCT 
GGGGCTCCCCAAGGACATGATGGTCATGCTGCCCCAGTCAGATGCATGCAACCCTGAGAGCAA 
GGAGGCGCCCTGACACCTCCGGAGCCCCACCCCCGCCCTTCCCAGGTGGAGCCAAAGCAGCAG 
GCGCCTTTGCCCCTGGAGTCAAGACCCACAGCCCTCGGGGACCACCTGGAGTCTCTCCATCCT 
CCACCCCCCGCCTGTGGGATGCCTTGTGGGACGTCTCTTTCTATTCAATAAACAGATGCTGCA 

GCCTCA 
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FIGURE 238 

MMSFLLGAILTLLWAPTAQAEVLLQPDFNAEKFSGLWYVVSMASDCRVFLGKKDHLSMSTRAI 
RPTEEGGLHVHMEFPGADGCNQVDAEYLKVGSEGHFRVPALGYLDVRIVDTDYSSFAVLYIYK 
ELEGALSTMVQLYSRTQDVSPQALKSFQDFYPTLGLPKDMMVMLPQSDACNPESKEAP 

Signal peptide: 

amino acids 1-20 

Tyrosine kinase phosphoryla'blon slbe. 

amino acids 110-117 

N-myrls'boyla'blon sites . 

amino acids 7-13, 79-85, 130-136 

Amida-tlon sl^be. 

amino acids 50-54 
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FIGURE 239 

GGCGCGCTGGTCCAGGTGAGCGGGCGCGTCCCCGCGACGGCGCTGCCTGCCCGAGGCGGTTCA 
CGTAAAGACAGCGAGATCCTGAGGGCCAGCCGGGAAGGAGGCGTGGATATGGAGCTGGCTGCT 
GCCAAGTCCGGGGCCCGCGCCGCTGCCTAGCGCGTCCTGGGGACTCTGTGGGGACGCGCCCCG 
CGCCGCGGCTCGGGGACCCGTAGAGCCCGGCGCTGCGCGCATGGCCCTGCTCTCGCGCCCCGC 
GCTCACCCTCCTGCTCCTCCTCATGGCCGCTGTTGTCAGGTGCCAGGAGCAGGCCCAGACCAC 
CGACTGGAGAGCCACCCTGAAGACCATCCGGAACGGCGTTCATAAGATAGACACGTACCTGAA 
CGCCGCCTTGGACCTCCTGGGAGGCGAGGACGGTCTCTGCCAGTATAAATGCAGTGACGGATC 
TAAGCCTTTCCCACGTTATGGTTATAAACCCTCCCCACCGAATGGATGTGGCTCTCCACTGTT 
TGGTGTTCATCTTAACATTGGTATCCCTTCCCTGACAAAGTGTTGCAACCAACACGACAGGTG 
CTATGAGACCTGTGGCAAAAGCAAGAATGACTGTGATGAAGAATTCCAGTATTGCCTCTCCAA 
GATCTGCCGAGATGTACAGAAAACACTAGGACTAACTCAGCATGTTCAGGCATGTGAAACAAC 
AGTGGAGCTCTTGTTTGACAGTGTTATACATTTAGGTTGTAAACCATATCTGGACAGCCAACG 
AGCCGCATGCAGGTGTCATTATGAAGAAAAAACTGATCTTTAAAGGAGATGCCGACAGCTAGT 
GACAGATGAAGATGGAAGAACATAACCTTTGACAAATAACTAATGTTTTTACAACATAATy^CT 
GTCTTATTTTTGTGAAAGGATTATTTTGAGACCTTAAAATAATTTATATCTTGATGTTA7\AAC 
CTCAAAGCAAAAAAAGTGAGGGAGATAGTGAGGGGAGGGCACGCTTGTCTTCTCAGGTATCTT 
CCCCAGCATTGCTCCCTTACTTAGTATGCCAAATGTCTTGACCAATATCAAAAACAAGTGCTT 
GTTTAGCGGAGAATTTTGAAAAGAGGAATATATAACTCAATTTTCACAACCACATTTACCAAA 
AAAAGAGATCAAATATAAT^TTCATCATAATGTCTGTTCAACATTATCTTATTTGGAAAATGG 
GGAAATTATCACTTAC7y\GTATTTGTTTACTATGAAATTTTA7U\TACACATTTATGCCTAGAA 
GGAACGGACTTTTTTTTTCTATTTTAATTACACATAATATGTAATTAAAGTACAACATAATAT 
GTTGTTTCTCTGTAGCCCGTTGAGCATATGAGTAAGTCACATTTCTATTAGGACTACTTACAA 
GGACAAGGTTTCCATTTTTCCAGTTGTAAAATTGGAACCATCAGCTGATAACCTCGTAGGGAG 
CAACCCCAGGATAGCTAAGTGTTATGTAATATGCCTAGAAGGTGATGTGAATGCGATTCAGAA 
GCATAGCCACTCCCATTTTATGAGCTACTCACATGACAAATGTCATCTTTTGCTATAACCTTT 
GCCAAGTTAGAGAAAAGATGGATTTAATGAGATAAATGAAAAGATATTTAACCTAAAAA7\AAA 
AAAAAAAAAAAAAAAAAA 
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FIGURE 240 

MALLSRPALTLLLLLMAAVVRCQEQAQTTDWRATLKTIRNGVHKIDTYLNAALDLLGGEDGLC 
QYKCSDGSKPFPRYGYKPSPPNGCGSPLFGVHLNIGIPSLTKCCNQHDRCYETCGKSKNDCDE 
EFQYCLSKICRDVQKTLGLTQHVQACETTVELLFDSVIHLGCKPYLDSQRAACRCHYEEKTDL 

li!Kport:an^ £eat;ures : 
Signal pep'txde: 

amino acids 1-22 

N-myr±s'toyla^lon sites : 

amino acids 57-63,93-99 

Phospholipase A2 h±st:ldine active site: 

amino acids 106-114 

Neuraxln and MAPIB proteins repeat proteins Block: 

amino acids 109-137 
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FIGURE 241 

GATTCCGAGCGCCTCCACTGCTGGTCCGTTGGCCAGATCAACTCGCCGCGTGGGCCGGCCGTT 
CCCTGAGAGTCTGAGCGCTCGCCGCACCCCCTTCCGAGCTTCTATTGGCCGTAGCAGACGTCC 
GTCTGCCGCTATCTCCGCCCCAATACGGAAGCGGCCTAGTCCTCCGGCTCCGACAGCTGGGTG 
TCCAGGCCM6GGGCAGCCCTGGGCGGCTGGGAGCACGGACGGGGCGCCCGCGCAGCTGCCTC 
TCGTGCTCACCGCGCTGTGGGCCGCGGCCGTGGGCCTGGAGCTGGCTTACGTGCTGGTGCTCG 
GTCCCGGGCCGCCGCCGCTGGGACCCCTGGCCCGGGCCTTGCAGCTGGCGCTGGCCGCCTTCC 
AGCTGCTCAACCTGCTGGGCAACGTGGGGCTCTTCCTGCGCTCGGATCCCAGCATCCGTGGCG 
TGATGCTGGCCGGCCGCGGTCTGGGCCAGGGCTGGGCTTACTGCTACCAATGCCAAAGCCAGG 
TGCCGCCACGCAGCGGACACTGCTCTGCCTGCCGCGTCTGCATCCTGCGTCGGGACCACCACT 
GCCGCCTGCTGGGCCGCTGCGTGGGCTTCGGCAACTACCGGCCCTTCCTGTGCCTGCTGCTTC 
ATGCCGCCGGCGTCCTGCTCCACGTCTCTGTGCTGCTGGGCCCTGCACTGTCGGCCCTGCTGC 
GAGCCCACACGCCCCTCCACATGGCTGCCCTCCTCCTGCTTCCCTGGCTCATGTTGCTCACAG 
GCAGAGTGTCTCTGGCACAGTTTGCCTTGGCCTTCGTGACGGACACGTGCGTGGCGGGTGCGC 
TGCTGTGCGGGGCTGGGCTGCTCTTCCATGGGATGCTGCTGCTGCGGGGCCAGACCACATGGG 
AGTGGGCTCGGGGCCAGCACTCCTATGACCTGGGTCCCTGCCACAACCTGCAGGCAGCCCTGG 
GGCCCCGCTGGGCCCTCGTCTGGCTCTGGCCCTTCCTGGCCTCCCCATTGCCTGGGGATGGGA 
TCACCTTCCAGACCACAGCAGATGTGGGACACACAGCCTCCTGACTCCAGGAAGAGCCAGAGC 
TGTGCAGGGAGGAAGGGGTGAGAGGGGGGCCCCCACACCTAGACTCAGTAAGGAAGTCGGGTT 
GGACCTTAACATCTGCATTGGACi\ACTCCACCCCTTCCTTGGCCTTGCCCCTGCCCGCCTACA 
CTCCTACGTGTCCAGGGCTTGGGCCGTGACTTAGGCAGAGGAGTGCAGAGGAGGGTCTGGCAG 
GGGCTGCTCAGGCCGCCTAGCTGCCCCTTTGCCAGGTTAATAAAGCACTGACTTGTTAA 
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FIGURE 242 

MGQPWAAGSTDGAPAQLPLVLTALWAAAVGLELAYVLVLGPGPPPLGPLARALQLALAAFQLL 
NLLGNVGLFLRSDPSIRGVMLAGRGLGQGWAYCYQCQSQVPPRSGHCSACRVCILRRDHHCRL 
LGRCVGFGNYRPFLCLLLHAAGVLLHVSVLLGPALSALLRAHTPLHMAALLLLPWLMLLTGRV 
SLAQFALAFVTDTCVAGALLCGAGLLFHGMLLLRGQTTWEWARGQHSYDLGPCHNLQAALGPR 
WALVWLWP FLAS PLPGDG I T FQTTADVGHTAS 

Iispor^anl: fea-bures: 
Signal pep'ticLe: 

amino acids 1-30 

Transmenibrane domain: 

amino acids 51-66,143-160,174-191,198-214 
N-myris-boyla-bion si-tes: 

amino acids 2-8,8-14,30-36,81-87,88-94,90-96,206-212 
Leucine zipper pa'b'tem: 

amino acids 143-165,150-172,157-17 9,164-186 



BNSOCXaO: <WO P140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



243/550 

FIGURE 243 

CTTGTCTTTGTGTCGGTTGTGATTTTCCTAATCTCTGATTTTCCTTTTCTCTCGGACGCTCTC 
CCTCTTCGGACCCATTTTCTCCCGTGCTTCATGCCCTGATAGCCTGGCCCCTTCCCGGCTTCC 
TTCGCTACCGGGGACGCCTCTAGTTTTTCTGAATTTCTGGCTGGCTCCACCCTCCGCGTTCAT 
CTTCCTCAAGAGTTCGCCCCTCTGGGGGCTCCTCTGTGTAATCGTCGCCTTCTCTGGGTATTT 
CTGTGAACTCCGTCTCACACCATCCCGCCATCTTCTCTGCCTTGGCCCCTTTTCTCTGTACAG 
CCAGCTCTGTGTCCTTTTCTTCTCCCCCTCTAAAATCGACTCCTCTTCTCCCTGAGAGCCCCA 
CCTTTGTGCCCCACTCCTCATTTTCCTACGCCTCCCTCTCTCTGCTGGTCCTCTCTCTCCCTG 
CAAGGTTCCATTCCATCAATTTGTTTGTCTTTTGTAGGGGTGGCATCCCCTCTGACTACTGCT 
CCATCCTTTTTTTTTTTTTTTTTTTTTTTTTTGCTTGAGGATTTCACTTCAATCTTTTCTGGT 
TGCGTCTCCACTTGTACTCAGCTTGTTAGGTCCAGGTCCAGTTGTTCTGCATCTGAGGCTGGC 
GTGTGCTGTCTTCTCTGATTGGCCTAATCTCCCTCACCCCCGTGAGATCTGTTGTCAGCCTTC 
GTTTCTCTTTCCTGTGTCCCAGCTTTTCTGCGGGTCTTGGCACCTTTCTTGGCCACAGATTTC 
TGGGTTACAGAGCATGTGTGTCTGAGGCATTGCAGGCAGAAAAGGGTGGCCGACGTGACCTCT 
AGCTGGACTGCTGGGCAGGGGAGCTGTCCTAGATAAAATTGGAAAGAAACAGTGACCCAGAGA 
CAGGTGGACAAAGAATTCGGGGACTGATGGGAACTGAGCTTGGGATCCAGACTGAAACTGATT 
CCAGACTGACCTCTAGCACCCAGGACCCAGACACAGGGCCA3EGGGACCCCAGCATTTGAGACT 
TGTGCAGCTGTTCTGCCTTCTAGGGGCCATCCCCACTCTGCCTCGGGCTGGAGCTCTTTTGTG 
CTATGAAGCAACAGCCTCAAGATTCAGAGCTGTTGCTTTCCATAACTGGAAGTGGCTTCTGAT 
GAGGAACATGGTGTGTAAGCTGCAAGAGGGCTGCGAGGAGACGCTAGTGTTCATTGAGACAGG 
GACTGCAAGGGGAGTTGTGGGCTTTAAAGGCTGCAGCTCGTCTTCGTCTTACCCTGCGCAAAT 
CTCCTACCTTGTTTCCCCACCCGGAGTGTCCATTGCCTCCTACAGTCGCGTCTGCCGGTCTTA 
TCTCTGCAACAACCTCACCAATTTGGAGCCTTTTGTGAAACTCAAGGCCAGCACTCCTAAGTC 
TATCACATCTGCGTCCTGTAGCTGCCCGACCTGTGTGGGCGAGCACATGAAGGATTGCCTCCC 
AAATTTTGTCACCACTAATTCTTGCCCCTTGGCTGCTTCTACGTGTTACAGTTCCACCTTAAA 
ATTTCAGGCAGGGTTTCTCAATACCACCTTCCTCCTCATGGGGTGTGCTCGTGAACATAACCA 
GCTTTTAGCAGATTTTCATCATATTGGGAGCATCAAAGTGACTGAGGTCCTCAACATCTTAGA 
GAAGTCTCAGATTGTTGGTGCAGCATCCTCCAGGCAAGATCCTGCTTGGGGTGTCGTCTTAGG 
CCTCCTGTTTGCCTTCAGGGACTGACCATCTAGCTGCACCCGACAAGCACCCAGACTCTTTCA 
CATAACAAATAAAATAGCAGAGTTCCCTTAAAAAAAAAAAAAAAAAAAAAA/^AAAAAAAAAAA 
AAAAAAAAAA 
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FIGURE 244 

MGPQHLRLVQLFCLLGAIPTLPRAGALLCYEATASRFRAVAFHNWKWLLMRNMVCKLQEGCEE 
TLVFIETGTARGVVGFKGCSSSSSYPAQISYLVSPPGVSIASYSRVCRSYLCNNLTNLEPFVK 
LKASTPKSITSASCSCPTCVGEHMKDCLPNFVTTNSCPLAASTCYSSTLKFQAGFLNTTFLLM 
GCAREHNQLLADFHHIGSIKVTEVLNILEKSQIVGAASSRQDPAWGVVLGLLFAFRD 

Impor-tani: £ea'tures: 
Signal peptide: 

amino acids 1-20 

N-glycosylatlon sites : 

amino acids 117-121,183-187 

N-myristoylatlon sl-tes : 

amino acids 16-22,25-31,60-66,71-77,81-87,100-106,224-230, 
235-241,239-245 

Prokaryotlc membrane lipoprotein lipid, atitechment site: 

amino acids 181-192 
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FIGURE 245 

GTGGAGTTGGGTGGTGTCGGGAGCCTCTCCCTGAGGGGCACCGCGTCTTCAGGAGCTGGGCCTCCAGTGCGGCGC 
GATGTCAGGCGCGGTGACAGCTCTGTGAGTCCGAGGCCGCGGCCGTGGCGCTGGGCGGCTGCGGGGCCTGACCGG 
TCCGCTCATGGTGCCGCCACGACGCCATCGCGGGGCAGGAAGGCCAGGGGTGCTGAGTTCTTCACCTCCTTTTAG 
ACTGAGATCTGCCAAGTTTTCCGGCATTGCTCTTGAGGATCTCAGAAGGGCTCTTAAGACAAGACTGCAAATGGT 
GTGTGTATTTGTCATGAACCGAATGAATTCCCAGAACAGTGGTTTCACTCAGCGCAGGCGAATGGCTCTTGGGAT 
TGTTATTCTTCTGCTTGTTGATGTGATATGGGTTGCTTCCTCTGAACTTACTTCGTATGTTTTTACCCAGTACAA 
CAAACCATTCTTCAGCACCTTTGCAAAAACATCTATGTTTGTTTTGTACCTTTTGGGCTTTATTATTTGGT^AGCC 
ATGGAGACAACAGTGTACAAGAGGACTTCGCGGAAAGCATGCTGCTTTTTTTGCAGATGCTGAAGGTTACTTTGC 
'TGCTTGCACAACAGATACAACTATGAATAGTTCTTTGAGTGAACCTCTGTATGTGCCTGTGAAATTCCATGATCT 
TCCAAGTGAAAAACCTGAGAGCACAAACATTGATACTGAAA7UVACCCCCAAAAAGTCTCGTGTGAGGTTCAGTAA 
TATCATGGAGATTCGACAGCTTCCGTCAAGTCATGCATTGG7\AGCAAAGTTGTCTCGCATGTCATATCCTGTGAA 
AGAACAAGAATCCATACTGAAAACTGTGGGG73U=ACTTACTGCAACTC7\AGTAGCGAAAATTAGCTTTTTTTTTTG 
CTTTGTGTGGTTTTTGGCAAATTTGTCATATCAAGAAGCACTTTCAGACACACAAGTTGCTATAGTTAATATTTT 
ATCTTCAACTTCCGGACTTTTTACCTTAATCCTTGCTGCAGTATTTCCAAGTAACAGTGGAGATAGATTTACCCT 
TTCTT^AACTATTAGCTGTAATTTTAAGCATTGGAGGCGTTGTACTGGTAAACCTGGCAGGGTCTGAAAAACCTGC 
TGGAAGAGACACAGTAGGTTCCATTTGGTCTCTTGCTGGAGCCATGCTCTATGCTGTCTATATTGTTATGATTAA 
GAGAAAAGTAGATAGAGAAGACAAGTTGGATATTCCAATGTTCTTTGGTTTTGTAGGTTTGTTTAATCTGCTGCT 
CTTATGGCCAGGTTTCTTTTTACTTCATTATACTGGATTTGAGGACTTCGAGTTTCCCAATAAAGTAGTATTAAT 
GTGCATTATCATTAATGGCCTTATTGGAACAGTACTCTCAGAGTTCCTGTGGTTGTGGGGCTGCTTTCTTACCTC 
ATCATTGATAGGCACACTTGCACTAAGCCTTACTVATACCTCTGTCCATAATAGCTGACATGTGTATGCAAAAGGT 
GCAGTTTTCTTGGTTATTTTTTGCAGGAGCTATCCCTGTATTTTTTTCATTTTTTATTGTAACTCTCCTATGCCA 
TTATAATAATTGGGATCCTGTGATGGTGGGAATCAGAAGAATATTTGCTTTTATATGCAGAAAACATCGAATTCA 
GAGAGTTCCAGAAGACAGCGAACAGTGTGAGAGTCTCATTTCTATGCACAGTGTTTCTCAGGAGGATGGAGCTAG 
T TAG CTGTCTGTTGTCTGTAGCCCAGCTTGATAATGGAACTATACAGCGAAGAGACTU^TCTCTGGCAAGTTTTTG 
TAGAAAAAATGTTTCAGTGCCTAGTCTGAAAAATAACAGTTTGAGTTCTTTGAAACTCTAAAATATATTTTTCTC 
ATACCTGTTTTCTTCATTTTCATAATGAAGCACTTTGCTATGTAGCTGTGTACATATCACTACAGTTATAGGAAG 
TTTCAGTCTACAGTCCATCCAAAGGACCAACCTGCCTTACACATCTCAAGGAATTCAGCTGTTGAAATCATTTGA 
ACTAATCAAGGAATAAATCCTAATGTTCTGGGACTTTATTTTCACATGTTAAATGCTGGAATATATTATGAAAAT 
GTTTTCAAGA/^TCACTTAAGTGTTCATAGACCAGTATTTCTGACAGGTAAAATGCTAAAATAAGCTACCTGTAA 
TAAGTGTGGATTATATTTTTGGGTTTTGTAGAATATTGCAAATTAACCACACAAAAAATGTTTAATTTATGCAAC 
AAGCATGTTTGTGCAAATTTCATGGGACTTTAAAAAGAATAAGTATTTGAGAAAATATCTGGTTCACTTACACTA 
CATTTACTGTATTATTCTTTTATAGCATTAGGTGCCTTGTATTTTAAATCTGTGACAAACCATGGCAAATTTTTA 
AAGGGGAAGTATTATTATAAAATGAAGAAATATGTATTTCTAAAGGCTATATTGCTGTAAACTTAATTGATAAAG 
CTCTGTTTAATTTAGAGTTTTGAAGAAATAGTCTCCCTTCAATTAAGAAATTTTCATAATGGAATGATTTAAATT 
GAAGTGACAAAGAGTATTATT7VAAATACAATGTTTATAAJ\AAAA 
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FIGURE 246 

MVPPRRHRGAGRPGVLSSSPPFRLRSAKFSGIALEDLRRALKTRLQMVCVFVMNRMNSQNSGF 
TQRRRMALGIVILLLVDVIWVASSELTSYVFTQYNKPFFSTFAKTSMFVLYLLGFIIWKPWRQ 
QCTRGLRGKHAAFFADAEGYFAACTTDTTMNSSLSEPLYVPVKFHDLPSEKPESTNIDTEKTP 
KKSRVRFSNIMEIRQLPSSHALEAKLSRMSYPVKEQESILKTVGKLTATQVAKISFFFCFVWF 
LANLSYQEALSDTQVAIVNILSSTSGLFTLILAAVFPSNSGDRFTLSKLLAVILSIGGWLVN 
LAGSEKPAGRDTVGSIWSLAGAMLYAVYIVMIKRKVDREDKLDIPMFFGFVGLFNLLLLWPGF 
FLJiHYTGFEDFEFPNKVVLMCIIINGLIGTVLSEFLWLWGCFLTSSLIGTLALSLTIPLSIIA 
DMCMQKVQFSWLFFAGAIPVFFSFFIVTLLCHYNNWDPVMVGIRRIFAFICRKHRIQRVPEDS 
EQCESLISMHSVSQEDGAS 

Xiiqport:ant: features : 
TransmexDbrane domain: 

amino acids 69-87,105-118,237-256,266-285,300-316,332-346, 
364-379, 399-419, 453-4 72 

N-glycosyla'bion sites : 

amino acids 157-161,255-259 

N-inyrlsi:oylat:lon sites : 

amino acids 14-20,329-335,404-410,407-413,418-424 
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FIGURE 247 

CGTCTGTAGAGATATCATGAACTTCAACTTAGCTTTGGTACTTTCTTCCCTGAAGACAGAGGG 
CAGAACTCTGAGTTCCAGAACCATTTTCAACTGTATTGGGGACCAATCACTTGACTCTATTCT 
TGTCTCTCTGACAGATGACGCTACACTCTCCTCTGAATAATGGACACCATTTCTAAAACTGAA 
TCCTGCTACTAAAATAATTCAGATGATATATTTTTCCAATTCTACAATCTTGCTTTGTTTTAT 
TTAGTTGTTTTCTCTCTCTCTTCCCAGTTTTCCAGAGACTGGAGCTAAACTGGGCTTTCAACA 
TCATCATGAAGTTTATCCTCCTCTGGGCCCTCTTGAATCTGACTGTTGCTTTGGCCTTTAATC 
CAGATTACACAGTCAGCTCCACTCCCCCTTACTTGGTCTATTTGAAATCTGACTACTTGCCCT 
GCGCTGGAGTCCTGATCCACCCGCTTTGGGTGATCACAGCTGCACACTGCAATTTACCAAAGC 
TTCGGGTGATATTGGGGGTTACAATCCCAGCAGACTCTAATGAAAAGCATCTGCAAGTGATTG 
GCTATGAGAAGATGATTCATCATCCACACTTCTCAGTCACTTCTATTGATCATGACATCATGC 
TAATC7^GCTGAAAACAGAGGCTGAACTCAATGACTATGTGA7\ATTAGCCAACCTGCCCTACC 
AAACTATCTCTGAAAATACCATGTGCTCTGTCTCTACCTGGAGCTACAATGTGTGTGATATCT 
ACAAAGAGCCCGATTCACTGCAAACTGTGAACATCTCTGTAATCTCCAAGCCTCAGTGTCGCG 
ATGCCTATAAAACCTACAACATCACGGAAAATATGCTGTGTGTGGGCATTGTGCCAGGAAGGA 
GGCAGCCCTGCAAGGAAGTTTCTGCTGCCCCGGCAATCTGCT^TGGGATGCTTCAAGGAATCC 
TGTCTTTTGCGGATGGATGTGTTTTGAGAGCCGATGTTGGCATCTATGCCAAAATTTTTTACT 
ATATACCCTGGATTGAAAATGTAATCCAAAATAACTGAGCTGTGGCAGTTGTGGACCATATGA 
CACAGCTTGTCCCCATCGTTCACCTTTAGAATTAAATATAAATTAACTCCTC 
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FIGURE 248 

MKFILLWALLNLTVALAFNPDYTVSSTPPYLVYLKSDYLPCAGVLIHPLWVITAAHCNLPKLR 
VILGVTIPADSNEKHLQVIGYEKMIHHPHFSVTSIDHDIMLIKLKTEAELNDYVKLANLPYQT 
ISENTMCSVSTWSYNVCDIYKEPDSLQTVNISVISKPQCRDAYKTYNITENMLCVGIVPGRRQ 
PCKEVSAAPAICNGMLQGILSFADGCVLRADVGIYAKIFYYIPWIENVIQNN 

Importicin'b fea-tures : 
Signal pep'bide: 

amino acids 1-17 

N-glycosyla'bxon sites : 

amino acids 11-15,156-160,173-177 

Tyrosine kinase phosphorylaizion site: 

amino acids 108-117 

N-myristoylation sites : 
amino acids 182-188,203-209 

Amidation site: 

amino acids 185-189 

Serine proteases, trypsin family, histidine active site: 

amino acids 52-58 
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FIGURE 249 

GCGAGGCGGCCGCTGTCTTCTGCTGCGGCTTCCGCGACCACAAGTACTGCTGCGACGACCCGC 
ACAGCTTCTTCCCCTACGAGCACAGCTACATfiTGGTGGCTCAGCATTGGCGCTCTCATAGGCC 
TGTCCGTAGCAGCAGTGGTTCTTCTCGCCTTCATTGTTACCGCCTGTGTGCTCTGCTACCTGT 
TCATCAGCTCTAAGCCCCACACAAAGTTGGACCTGGGCTTGAGCTTACAGACAGCAGGCCCTG 
AGGAGGTTTCTCCTGACTGCCAAGGTGTGAACACAGGCATGGCGGCAGAAGTGCCAAAAGTGA 
GCCCTCTCCAGCAGAGTTACTCCTGCTTGAACCCGCAGCTGGAGAGCAATGAGGGGCAGGCTG 
TGAACTCCAAACGCCTCCTCCATCATTGCTTCATGGCCACAGTGACCACCAGTGACATTCCAG 
GCAGCCCTGAGGAAGCCTCTGTACCCAACCCTGACCTATGTGGACCAGTCCCATAAACATTCA 
ATAAATGTCTCCATACCATCAA 
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FIGURE 250 

MWWLSIGALIGLSVAAVVLLAFIVTACVLCYLFISSKPHTKLDLGLSLQTAGPEEVSPDCQGV 
NTGMAAEVPKVSPLQQSYSCLNPQLESNEGQAVNSKRLLHHCFMATVTTSDIPGSPEEASVPN 
PDLCGPVP 

Xiaport:an't £eat:ures : 
Signal pept:i<ie : 

Amino acids 1-26 

N-myrls'boyla'bioxi sxtes : 

Amino acids 7-13,11-17,62-68,93-99 
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FIGURE 251 

GTGGTTTGGATTGAGCCGGGCCCGGCCGGGGCGCCGAGTCGGAGGGGGTGGCAGTGAGCGGCG 
GCAGAGGCTACGGGGCTCGGTTTGGCTGACTGGGGAGTCGGCAGGCGGCAGGAACCATGCGAG 
GCCAGCGGAGCCTGCTGCTGGGCCCGGCCCGCCTCTGCCTCCGCCTCCTTCTGCTGCTGGGTT 
ACAGGCGCCGCTGTCCACCTCTACTCCGGGGTCTAGTACAGCGCTGGCGCTACGGCAAGGTCT 
GCCTGCGCTCCCTGCTCTACAACTCCTTTGGGGGCAGTGACACCGCTGTTGATGCTGCCTTTG 
AGCCTGTCTACTGGCTGGTAGACAACGTGATCCGCTGGTTTGGAGTGGTGTTCGTGGTCCTGG 
TGATCGTGCTGACAGGCTCCATTGTAGCTATCGCCTACCTGTGTGTCCTGCCTCTCATCCTCC 
GAACCTACTCAGTGCCACGACTCTGCTGGCATTTCTTCTATAGCCACTGGAATCTGATCCTGA 
TTGTCTTCCACTACTACCAGGCCATCACCACTCCGCCTGGGTACCCACCCCAGGGCAGGAATG 
ATATCGCCACCGTCTCCATCTGTAAGAAGTGCATTTACCCCAAGCCAGCCCGAACACACCACT 
GCAGCATCTGCAACAGGTGTGTGCTGAAGATGGATCACCACTGCCCCTGGCTAAACAATTGTG 
TGGGCCACTATAACCATCGGTACTTCTTCTCTTTCTGCTTTTTCATGACTCTGGGCTGTGTCT 
ACTGCAGCTATGGAAGTTGGGACCTTTTCCGGGAGGCTTATGCTGCCATTGAGACTTATCACC 
AGACCCCACCACCCACCTTCTCCTTTCGAGAAAGGATGACTCACAAGAGTCTTGTCTACCTCT 
GGTTCCTGTGCAGTTCTGTGGCACTTGCCCTGGGTGCCCTAACTGTATGGCATGCTGTTCTCA 
TCAGTCGAGGTGAGACTAGCATCGAAAGGCACATCAACAAGAAGGAGAGACGTCGGCTACAGG 
CCAAGGGCAGAGTATTTAGGAATCCTTACAACTACGGCTGCTTGGACAACTGGAAGGTATTCC 
TGGGTGTGGATACAGGAAGGCACTGGCTTACTCGGGTGCTCTTACCTTCTAGTCACTTGCCCC 
ATGGGAATGGAATGAGCTGGGAGCCCCCTCCCTGGGTGACTGCTCACTCAGCCTCTGTGATGG 
CAGTGTGAGCTGGACTGTGTCAGCCACGACTCGAGCACTCATTCTGCTCCCTATGTTATTTCA 
AGGGCCTCCAAGGGCAGCTTTTCTCAGAATCCTTGATCAAAAAGAGCCAGTGGGCCTGCCTTA 
GGGTACCATGCAGGACAATTCAAGGACCAGCCTTTTTACCACTGCAGAAGAAAGACACAATGT 
GGAGAAATCTTAGGACTGACATCCCTTTACTCAGGCAAACAGAAGTTCCAACCCCAGACTAGG 
GGTCAGGCAGCTAGCTACCTACCTTGCCCAGTGCTGACCCGGACCTCCTCCAGGATACAGCAC 
TGGAGTTGGCCACCACCTCTTCTACTTGCTGTCTGAAAAAACACCTGACTAGTACAGCTGAGA 
TCTTGGCTTCTCAACAGGGCAAAGATACCAGGCCTGCTGCTGAGGTCACTGCCACTTCTCACA 
TGCTGCTTAAGGGAGCACAAATAAAGGTATTCGATTTTTAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAA 
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FIGURE 252 

MRGQRSLLLGPARLCLRLLLLLGYRRRCPPLLRGLVQRWRYGKVCLRSLLYNSFGGSDTAVDA 
AFEPVYWLVDNVIRWFGVVFVVLVIVLTGSIVAIAYLCVLPLILRTYSVPRLCWHFFYSHWNL 
ILIVFHYYQAITTPPGYPPQGRNDIATVSICKKCIYPKPARTHHCSICNRCVLKMDHHCPWLN 
NCVGHYNHRYFFSFCFFMTLGCVYCSYGSWDLFREAYAAIETYHQTPPPTFSFRERMTHKSLV 
YLWFLCSSVALALGALTVWHAVLISRGETSIERHINKKERRRLQAKGRVFRNPYNYGCLDNWK 
VFLGVDTGRHWLTRVLLPSSHLPHGNGMSWEPPPWVTAHSASVMAV 

Impor'tant £eat:ures : 
Transm^nbrane domaxn: 

amino acids 88-100,202-216,254-274 

N-myrxsboylatlon sites : 

amino acids 55-61,56-62,92-98,210-216,309-315,319-325,340-346 

Prokaryotic membrane Ixpoprotein lipid attachment site: 

- amino acids 201-212 
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FIGURE 253 

GATCAAGCGCCTTCCTTTCCCTTCCTCTCCCTACTTGGCCTTTGCCCTAAGCCAAGACCTGGCCATCAGCCTGGC 
TGCAGGGGCCTGCAGAGCCAGCTGCACTTTTTCAGGTATGGGGGAGGGCCAGGCACCATGT^GCCAGTGTGGGTC 
GCCACCCTTCTGTGGATGCTACTGCTGGTGCCCAGGCTGGGGGCCGCCCGGAAGGGGTCCCCAGAAGAGGCCTCC 
TTCTACTATGGAACCTTCCCTCTTGGCTTCTCCTGGGGCGTGGGCAGTTCTGCCTACCAGACGGAGGGCGCCTGG 
GACCAGGACGGGAAAGGGCCTAGCATCTGGGACGTCTTCACACACAGTGGGAAGGGGAAAGTGCTTGGGAATGAG 
ACGGCAGATGTAGCCTGTGACGGCTACTACAAGGTCCAGGAGGACATCATTCTGCTGAGGGAACTGCACGTCAAC 
CACTACCGATTCTCCCTGTCTTGGCCCCGGCTCCTGCCCACAGGCATCCGAGCCGAGCAGGTGAACAAGAAGGGA 
ATCGAATTCTACAGTGATCTTATCGATGCCCTTCTGAGCAGCAACATCACTCCCATCGTGACCTTGCACCACTGG 
GATCTGCCACAGCTGCTCCAGGTCAAATACGGTGGGTGGCAGAATGTGAGCATGGCCAACTACTTCAGAGACTAC 
GCCAACCTGTGCTTTGAGGCCTTTGGGGACCGTGTGAAGCACTGGATCACGTTCAGTGATCCTCGGGCAATGGCA 
GAAAAAGGCTATGAGACGGGCCACCATGCGCCGGGCCTGAAGCTCCGCGGCACCGGCCTGTACAAGGCAGCACAC 
CACATCATTAAGGCCCACGCCAAAACCTGGCATTCTTATAACACCACGTGGCGCAGCAAGCAGCAAGGTCTGGTG 
GGAATTTCACTGAACTGTGACTGGGGGGAACCTGTGGACATTAGTAACCCCAAGGACCTAGAGGCTGCCGAGAGA 
TACCTACAGTTCTGTCTGGGCTGGTTTGCCAACCCCATTTATGCCGGTGACTACCCCCAAGTCATGAAGGACTAC 
ATTGGAAGAAAGAGTGCAGAGCAAGGCCTGGAGATGTCGAGGTTACCGGTGTTCTCACTCCAGGAGAAGAGCTAC 
ATTAAAGGCACATCCGATTTCTTGGGATTAGGTCATTTTACTACTCGGTACATCACGGAAAGGAACTACCCCTCC 
CGCCAGGGGCCCAGCTACCAGAACGATCGTGACTTGATAGAGCTGGTTGACCCAAACTGGCCAGATCTGGGGTCT 
AAATGGCTATATTCTGTGCCATGGGGATTTAGGAGGCTCCTTAACTTTGCTCAGACTCAATACGGTGATCCTCCC 
ATATATGTGATGGAAAATGGAGCATCTCAAAAATTCCACTGTACTCAATTATGTGATGAGTGGAGAATTCAATAC 
CTTAAAGGATACATAAATGAAATXSCTAAAAGCTATAAAAGATGGTGCTAATATAAAGGGGTATACTTCCTGGTCT 
CTGTTGGATAAGTTTGAATGGGAGAAAGGATACTCAGATAGATATGGATTCTACTATGTTGAATTTAACGACAGA 
AATAAGCCTCGCTATCCAAAGGCTTCAGTTCAATATTACAAGAAGATTATCATTGCCAATGGGTTTCCCAATCCA 
AGAGAGGTGGAAAGTTGGTACCTCAAAGCTTTGGAAACTTGCTCTATCAACAATCAGATGCTTGCTGCAGAGCCT 
TTGCTAAGTCACATGCAAATGGTTACGGAGATCGTGGTACCCACTGTCTGCTCCCTCTGTGTCCTCATCACTGCT 
GTTCTACTAATGCTCCTCCTGAGGAGGCAGAGCT^GACAGGATTATCAATTTTGGAGCTTCATAAGAGAATCTT 
CAGGATCTTCCTCCCTTTTCTGCTTTGAGGGTTTCCATACATTGCTGTTTTCAGGTTCTACAATAATTACCTTTT 
TTTCTCTTTCTCTTTTTGGCTTGTGCTGGGATTTAAGAATTAGAAAATAAAAATAAGCAGAAATTA 
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FIGURE 254 

MKPVWVATLLWMLLLVPRLGAARKGSPEEASFYYGTFPLGFSWGVGSSAYQTEGAWDQDGKGPSIWDVFTHSGKG 
KVLGNETADVACDGYYKVQEDIILLRELHVNHYRFSLSWPRLLPTGIRAEQVNKKGIEFYSDLIDALLSSNITPI 
VTLHHWDLPQLLQVKYGGWQNVSMANYFRDYANLCFEAFGDRVKHWITFSDPRAMAEKGYETGHHAPGLKLRGTG 
LYKAAHHIIKAHAKTWHSYNTTWRSKQQGLVGISLNCDWGEPVDISNPKDLEAAERYLQFCLGWFANPIYAGDYP 
QVMKDYIGRKSAEQGLEMSRLPVFSLQEKSYIKGTSDFLGLGHFTTRYITERNYPSRQGPSYQNDRDLIELVDPN 
WPDLGSKWLYSVPWGFRRLLNFAQTQYGDPPIYVMENGASQKFHCTQLCDEWRIQYLKGYINEMLKAIKDGANIK 
GYTSWSLLDKFEWEKGYSDRYGFYYVEFNDRNKPRYPKASVQYYKKIIIANGFPNPREVESWYLKALETCSINNQ 
MLAAEPLLSHMQMVTEIVVPTVCSLCVLITAVLLMLLLRRQS 

Important features : 
Signal pep 'tide : 

amino acids 1-21 

Transmembrane domain: 

amino acids 541-558 

N-glycosylation sites : 

amino acids 80-84,171-175,245-249 

Glycosaminoglycan atliachmen^ site : 

amino acids 72-76 

cAMP- and cGMP- dependent protein kinase phosphorylalixon sites: 

amino acids 23-27,564-568 

Tyrosine kinase phosphoryla1:ion sites : 
amino acids 203-211,347-355,460-468,507-514 

N-myrxstoylaliion sites : 

amino acids 44-50,79-85,167-173,225-231,257-263,315-321 

Amidation site: 

amino acids 307-311 

Glycosyl hydrolases family 1 ac1:ive site: 

amino acids 407-416 

Glycosyl hydrolases family 1 N-terminal signature: 

amino acids 41-56 

Motif name Glycosyl hydrolases family: 

amino acids 37- 67 



BNSDOCID: <WO ^01404eaA2J_> 



wo 01/40466 



PCT/USOO/32678 



255/550 

FIGURE 255 

CGCGAAGATGCGAAAGGTGGTTTTGATCACCGGGGCTAGCAGTGGCATTGGCCTGGCCCTCTG 
CAAGCGGCTGCTGGCGGAAGATGATGAGCTTCATCTGTGTTTGGCGTGCAGGAACATGAGCAA 
GGCAGAAGCTGTCTGTGCTGCTCTGCTGGCCTCTCACCCCACTGCTGAGGTCACCATTGTCCA 
GGTGGATGTCAGCAACCTGCAGTCGGTCTTCCGGGCCTCCAAGGAACTTAAGCAAAGGTTTCA 
GAGATTAGACTGTATATATCTAAATGCTGGGATCATGCCTAATCCACAACTAAATATCAAAGC 
ACTTTTCTTTGGCCTCXTTTCAAGAAAAGTGATTCATATGTTCTCCACAGCTGAAGGCCTGCT 
GACCCAGGGTGATAAGATCACTGCTGATGGACTTCAGGAGGTGTTTGAGACCAATGTCTTTGG 
CCATTTTATCCTGATTCGGGAACTGGAGCCTCTCCTCTGTCACAGTGACAATCCATCTCAGCT 
CATCTGGACATCATCTCGCAGTGCAAGGAAATCTAATTTCAGCCTCGAGGACTTCCAGCACAG 
CAAAGGCAAGGAACCCTACAGCTCTTCCAT^ATATGCCACTGACCTTTTGAGTGTGGCTTTGAA 
CAGGAACTTCAACCAGCAGGGTCTCTATTCCAATGTGGCCTGTCCAGGTACAGCATTGACCAA 
TTTGACATATGGAATTCTGCCTCCGTTTATATGGACGCTGTTGATGCCGGCAATATTGCTACT 
TCGCTTTTTTGCAAATGCATTCACTTTGACACCATATAATGGAACAGAAGCTCTGGTATGGCT 
TTTCCACCAAAAGCCTGAATCTCTCAATCCTCTGATCAAATATCTGAGTGCCACCACTGGCTT 
TGGAAGAAATTATATTATGACCCAGAAGATGGACCTAGATGAAGACACTGCTGAAAAATTTTA 
^ TCAZyU^GTTACTGGAACTGGAAAAGCACATTAGGGTCACTATTCAA/UU^ACAGATAATCAGGC 
CAGGCTCAGTGGCTCATGCCTATAATTCCAGCACTTTGGGAGGCCAAGGCAGAAGGATCACTT 
GAGACCAGGAGTTCAAGACCAGCCTGAGAAACATAGTGAGCCCTTGTCTCTACAAAAAGAAAT 
AAAAATAATAGCTGGGTGTGGTGGCATGCGCATGTAGTCCCAGCTACTCAGAAGGATGAGGTG 
GGAGGATCTCTTGAGGCTGGGAGGCAGAGGTTGCAGTGAGCTGAGATTGTGCCACTGCACTCC 
AGCCTGGGTGACAGCGAGACCCTGTCTC7W\ATATGTATATATTTAATATATATATAAAACCA 
GAGCTGACAATGACACTCTGGAACATTGCATACCTTCTGTACATTCTGGGGTACATGGATTTC 
TACTGAGTTGGATAATATGCATTTGTAATAAACTATG7\ACTATGAA 
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FIGURE 256 

MRKVVLITGASSGIGLALCKRLLAEDDELHLCLACRNMSKAEAVCAALLASHPTAEVTIVQVD 
VSNLQSVFRASKELKQRFQRLDCIYLNAGIMPNPQLNIKALFFGLFSRKVIHMFSTAEGLLTQ 
GDKITADGLQEVFETNVFGHFILIRELEPLLCHSDNPSQLIWTSSRSARKSNFSLEDFQHSKG 
KEPYSSSKYATDLLSVALNRNFNQQGLYSNVACPGTALTNLTYGILPPFIWTLLMPAILLLRF 
FANAFTLTPYNGTEALVWLFHQKPESLNPLIKYLSATTGFGRNYIMTQKMDLDEDTAEKFYQK 
LLELEKHIRVTIQKTDNQARLSGSCL 

Impor-tant: £ea1:ures : 
Transmembrane domain: 

amino acids 234-254 

N-glycosylation sx-bes : 

amino acids 37-41,178-182,229-233,263-267 

Glycosaminoglycan a't'tachmenb sl-be: 

amino acids 12-16 

N-myrxstoyla'txon sites : 

amino acids 9-15,13-19,15-21,215-221,224-230 
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FIGURE 257 

CGGACGCGTGGGGCCGTATGCGCGGCTCTGTGGAGTGCACCTGGGGTTGGGGGCACTGTGCCC 
CCAGCCCCCTGCTCCTTTGGACTCTACTTCTGTTTGCAGCCCCATTTGGCCTGCTGGGGGAGA 
AGACCCGCCAGGTGTCTCTGGAGGTCATCCCTAACTGGCTGGGCCCCCTGCAGAACCTGCTTC 
ATATACGGGCAGTGGGCACCAATTCCACACTGCACTATGTGTGGAGCAGCCTGGGGCCTCTGG 
CAGTGGTAATGGTGGCCACCAACACCCCCCACAGCACCCTGAGCATCAACTGGAGCCTCCTGC 
TATCCCCTGAGCCCGATGGGGGCCTGATGGTGCTCCCTAAGGACAGCATTCAGTTTTCTTCTG 
CCCTTGTTTTTACCAGGCTGCTTGAGTTTGACAGCACCAACGTGTCCGATACGGCAGCAAAGC 
CTTTGGGAAGACCATATCCTCCATACTCCTTGGCCGATTTCTCTTGGAACAACATCACTGATT 
CATTGGATCCTGCCACCCTGAGTGCCACATTTCAAGGCCACCCCATGAACGACCCTACCAGGA 
CTTTTGCCAATGGCAGCCTGGCCTTCAGGGTCCAGGCCTTTTCCAGGTCCAGCCGACCAGCCC 
AACCCCCTCGCCTCCTGCACACAGCAGACACCTGTCAGCTAGAGGTGGCCCTGATTGGAGCCT 
CTCCCCGGGGAAACCGTTCCCTGTTTGGGCTGGAGGTAGCCACATTGGGCCAGGGCCCTGACT 
GCCCCTCAATGCAGGAGCAGCACTCCATCGACGATGAATATGCACCGGCCGTCTTCCAGTTGG 
ACCAGCTACTGTGGGGCTCCCTCCCATCAGGCTTTGCACAGTGGCGACCAGTGGCTTACTCCC 
AGAAGCCGGGGGGCCGAGAATCAGCCCTGCCCTGCCAAGCTTCCCCTCTTCATCCTGCCTTAG 
CATACTCTCTTCCCCAGTCACCCATTGTCCGAGCCTTCTTTGGGTCCCAGAATAACTTCTGTG 
CCTTCAATCTGACGTTCGGGGCTTCCACAGGCCCTGGCTATTGGGACCAACACTACCTCAGCT 
GGTCGATGCTCCTGGGTGTGGGCTTCCCTCCAGTGGACGGCTTGTCCCCACTAGTCCTGGGCA 
TCATGGCAGTGGCCCTGGGTGCCCCAGGGCTCATGCTGCTAGGGGGCGGCTTGGTTCTGCTGC 
TGCACCACAAGAAGTACTCAGAGTACCAGTCCATAAATTAAGGCCCGCTCTCTGGAGGGAAGG 
ACATTACTGAACCTGTCTTGCTGTGCCTCGAAACTCTGGAGGTTGGAGCATCAAGTTCCAGCC 
GGCCCCTTCACTCCCCCATCTTGCTTTTCTGTGGAACCTCAGAGGCCAGCCTCGACTTCCTGG 
AGACCCCCAGGTGGGGCTTCCTTCATACTTTGTTGGGGGACTTTGGAGGCGGGCAGGGGACAG 
GGCTATTGATAAGGTCCCCTTGGTGTTGCCTTCTTGCATCTCCACACATTTCCCTTGGATGGG 
ACTTGCAGGCCTAAATGAGAGGCATTCTGACTGGTTGGCTGCCCTGGAAGGCAAGAAAATAGA 
TTTATTTTTTTTCACAGGGAAAAAAAAAAAA 
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FIGURE 258 

MRGSVECTWGWGHCAPSPLLLWTLLLFAAPFGLLGEKTRQVSLEVIPNWLGPLQNLLHIRAVG 
TNSTLHYVWSSLGPLAVVMVATNTPHSTLSINWSLLLSPEPDGGLMVLPKDSIQFSSALVFTR 
LLEFDSTNVSDTAAKPLGRPYPPYSLADFSWNNITDSLDPATLSATFQGHPMNDPTRTFANGS 
LAFRVQAFSRSSRPAQPPRLLHTADTCQLEVALIGASPRGNRSLFGLEVATLGQGPDCPSMQE 
QHSIDDEYAPAVFQLDQLLWGSLPSGFAQWRPVAYSQKPGGRESALPCQASPLHPALAYSLPQ 
SPIVRAFFGSQNNFCAFNLTFGASTGPGYWDQHYLSWSMLLGVGFPPVDGLSPLVLGIMAVAL 
GAPGLMLLGGGLVLLLHHKKYSEYQSIN 

Impor^tan't fea'bures: 
Signal peptide: 

amino acids 1-35 

Transmembrane domain: 

amino acids 365-386 

N-glycosyla'txon sites : 

amino acids 65-69,95-99,134-138,159-163,187-191,230-234,333-337 

cAMP- and cGMP*dependen^ protein kinase phosphorylation site: 

amino acids 397-401 

N*-myristeylation sites: 

amino acids 3-9,63-69,235-241,273-279,292-298,324-330 

Leucine zipper pattern: 

amino acids 371-393 
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FIGURE 259 

CAGGCGGGCCCCCGCGCGGCAGGGCCCTGGACCCGCGCGGCTCCCGGGGATGGTGAGCAAGGCGCTGCTGCGCCT 
CGTGTCTGCCGTCAACCGCAGGAGGATGAAGCTGCTGCTGGGCATCGCCTTGCTGGCCTACGTCGCCTCTGTTTG 
GGGCAACTTCGTTAATATGAGGTCTATCCAGGAAAATGGTGAACTAAAAATTGAAAGCAAGATTGAAGAGATGGT 
TGT^CCACTAAGAGAGAAAATCAGAGATTTAGAAAAAAGCTTTACCCAGAAATACCCACCAGTAAAGTTTTTATC 
AGAAAAGGATCGGAAAAGAATTTTGATAACAGGAGGCGCAGGGTTCGTGGGCTCCCATCTAACTGACAAACTCAT 
GATGGACGGCCACGAGGTGACCGTGGTGGACAATTTCTTCACGGGCAGGAAGAGAAACGTGGAGCACTGGATCGG 
ACATGAGAACTTCGAGTTGATTAACCACGACGTGGTGGAGCCCCTCTACATCGAGGTTGACCAGATATACCATCT 
GGCATCTCCAGCCTCCCCTCCAAACTACATGTATAATCCTATCAAGACATTAAAGACCAATACGATTGGGACATT 
A7y\CATGTTGGGGCTGGCAAAACGAGTCGGTGCCCGTCTGCTCCTGGCCTCCACATCGGAGGTGTATGGAGATCC 
TGAAGTCCACCCTCAAAGTGAGGATTACTGGGGCCACGTGAATCCAATAGGACCTCGGGCCTGCTACGATGAAGG 
CT^CGTGTTGCAGAGACCATGTGCTATGCCTACATGAAGCAGGAAGGCGTGGAAGTGCGAGTGGCCAG/UVTCTT 
CAACACCTTTGGGCCACGCATGCACATGAACGATGGGCGAGTAGTCAGCAACTTCATCCTGCAGGCGCTCCAGGG 
GGAGCCACTCACGGTATACGGATCCGGGTCTCAGACAAGGGCGTTCCAGTACGTCAGCGATCTAGTGAATGGCCT 
CGTGGCTCTCATGAACAGCAACGTCAGCAGCCCGGTCAACCTGGGGAACCCAGAAGAACACACAATCCTAGAATT 
TGCTCAGTTAATTAAAAACCTTGTTGGTAGCGGAAGTGAAATTCAGTTTCTCTCCGAAGCCCAGGATGACCCACA 
GAAAAGAAAACCAGACATCAAAAAAGCAAAGCTGATGCTGGGGTGGGAGCCCGTGGTCCCGCTGGAGGAAGGTTT 
AAACAAAGCAATTCACTACTTCCGTAAAGAACTCGAGTACCAGGCAAATAATCAGTACATCCCCAAACCAAAGCC 
TGCCAGAATAAAGAAAGGACGGACTCGCCACAGCTGAACTCCTCACTTTTAGGACACAAGACTACCATTGTACAC 
TTGATGGGATGTATTTTTGGCTTTTTTTTGTTGTCGTTTTUU^GAAAGACTTTAACAGGTGTCATGAAGAACAAAC 
TGGAATTTCATTCTGAAGCTTGCTTTAATGAAATGGATGTGCCTAAAAGCTCCCCTCAAAAAACTGCAGATTTTG 
CCTTGCACTTTTTGAATCTCTCTTTTTATGTAAAATAGCGTAGATGCATCTCTGCGTATTTTCAAGTTTTTTTAT 
CTTGCTGTGAGAGCATATGTTGTGACTGTCGTTGACAGTTTTATTTACTGGTTTCTTTGTGAAGCTGAAAAGGAA 
CATTAAGCGGGACAAAAAATGCCGATTTTATTTATAAAAGTGGGTACTTAATAT^TGAGTCGTTATACTATGCAT 
AAAGAAAAATCCTAGCAGTATTGTCAGGTGGTGGTGCGCCGGCATTGATTTTAGGGCAGATAAAAGAATTCTGTG 
TGAGAGCTTTATGTTTCTCTTTTAATTCAGAGTTTTTCCAAGGTCTACTTTTGAGTTGCAAACTTGACTTTGAAA 
TATTCCTGTTGGTCATGATCAAGGATATTTGAAATCACTACTGTGTTTTGCTGCGTATCTGGGGCGGGGGCAGGT 
TGGGGGGCACAAAGTTAACATATTCTTGGTTAACCATGGTTAAATATGCTATTTTAATAAAATATTGAAACTCA 
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FIGURE 260 

MVSKALLRLVSAVNRRRMKLLLGIALLAYVASVWGNFVNMRSIQENGELKIESKIEEMVEPLR 
EKIRDLEKSFTQKYPPVKFLSEKDRKRILITGGAGFVGSHLTDKLMMDGHEVTVVDNFFTGRK 
RNVEHWIGHENFELINHDWEPLYIEVDQIYHLASPASPPNYMYNPIKTLKTNTIGTLNMLGL 
AKRVGARLLLASTSEVYGDPEVHPQSEDYWGHVNPIGPRACYDEGKRVAETMCYAYMKQEGVE 
VRVARIFNTFGPRMHMNDGRVVSNFILQALQGEPLTVYGSGSQTRAFQYVSDLVNGLVALMNS 
NVSSPVNLGNPEEHTILEFAQLIKNLVGSGSEIQFLSEAQDDPQKRKPDIKKAKLMLGWEPW 
PLEEGLNKAIHYFRKELEYQANNQYIPKPKPARIKKGRTRHS 

Inrpor^azi't f ea1:ures : 
Signal pep'bide: 

amino a'cids 1-32 

N-glycosylabxon site : 

amino acids 316-320 

Tyrosine kinase phosphoryla'tion si-te: 

amino acids 235-24 4 

N-myrist:oylabion sites : 

amino acids 35-41,101-107,383-389 

Amidabion si^tes : 

amino acids 123-127,233-237 



BNSDOCID: <WO ^01404e6A2_L> 



wo 01/40466 



PCTAJSOO/32678 



261/550 

FIGURE 2 61 

GCGTGGTGCGGGGGCGTGGGGAAATCGGGTTGCCCCAGCCGTTACTGGTCCGCGCAGTCAGGG 
CATCCTCCGCATCCTCCACATCCTTCCATGGCTCTGAAGAATAAATTCAGTTGTTTATGGATC 
TTGGGTCTGTGTTTGGTAGCCACTACATCTTCCAAAATCCCATCCATCACTGACCCACACTTT 
ATAGACAACTGCATAGAAGCCCACAACGAATGGCGTGGCAT^GTCAACCCTCCCGCGGCCGAC 
ATGA7VATACATGATTTGGGATAAAGGTTTAGCAAAGATGGCTAAAGCATGGGCAAACCAGTGC 
AAATTTGAACATAATGACTGTTTGGATAAATCATATAAATGCTATGCAGCTTTTGAATATGTT 
GGAGAAJLATATCTGGTTAGGTGGAATAAAGTCATTCACACCAAGACATGCCATTACGGCTTGG 
TATAATGAAACCCTIlATTTTATGATTTTGATAGTCTATCATGCTCCAGAGTCTGTGGCCATTAT 

acacagttagtttgggccaattcattttatgtcggttgtgcagttgcaatgtgtcctaacctt 
gggggagcttcaactgcaatatttgtatgcaactacggacctgcaggaaattttgcaaatatg 
cctccttacgcaagaggagaatcttgctctctctgctcaaaagaagagaaatgtgtaaagaac 
ctctgcaggactccacaacttattatacctaaccaaaatccatttctgaagccaacggggaga 
gcacctcagcagacagcctttaatccattcagcttaggttttcttcttctgagaatcttttaa 

TGTCATTTATATACAAAAGA7\ATTCTCAAATGTT7\AAATAAAGGAATAGTTTATTGCTTAATA 
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FIGURE 262 

MALKNKFSCLWILGLCLVATTSSKIPSITDPHFIDNCIEAHNEWRGKVNPPAADMKYMIWDKG 
LAKMAKAWANQCKFEHNDCLDKSYKCYAAFEYVGENIWLGGIKSFTPRHAITAWYNETQFYDF 
DSLSCSRVCGHYTQLVWANSFYVGCAVAMCPNLGGASTAIFVCNYGPAGNFANMPPYARGESC 
SLCSKEEKCVKNLCRTPQLIIPNQNPFLKPTGRAPQQTAFNPFSLGFLLLRIF 

Itqpor-ban^ f ea'bures : 
Signal peptide: 
amino acids 1-23 

N-glycosylation sxt:e : 

amino acids 119-123 

N-myris'boylatxon sites : 

amino acids 103-109,150-156,160-166,161-167,175-181 

Ex1:racellular proiiexns SCP/Tpx-l/Ag5/PR-l/Sc7 signature 1: 

amino acids 136-156 

Extracellular proteins SCP/Tpx-l/Ag5/PR-l/Sc7 signature 2 : 

amino acids 166-178 
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FIGURE 263 

CGCCCTCCGACCCGCCCCGCGGCGCATTGTGGGATCTGTCGGCTTGTCAGGTGGTGGAGGAAA 
AGGCGCTCCGTCATGGGGATCCAGACGAGCCCCGTCCTGCTGGCCTCCCTGGGGGTGGGGCTG 
GTCACTCTGCTCGGCCTGGCTGTGGGCTCCTACTTGGTTCGGAGGTCCCGCCGGCCTCAGGTC 
ACTCTCCTGGACCCCAATGAAAAGTACCTGCTACGACTGCTAGACAAGACGACTGTGAGCCAC 
AACACCAAGAGGTTCCGCTTTGCCCTGCCCACCGCCCACCACACTCTGGGGCTGCCTGTGGGC 
AAACATATCTACCTCTCCACCCGAATTGATGGCAGCCTGGTCATCAGGCCATACACTCCTGTC 
ACCAGTGATGAGGATCT^GGCTATGTGGATCTTGTCATCAAGGTCTACCTGAAGGGTGTGCAC 
CCCAAATTTCCTGAGGGAGGGTVAGATGTCTCAGTACCTGGATAGCCTGAAGGTTGGGGATGTG 
GTGGAGTTTCGGGGGCCAAGCGGGTTGCTCACTTACACTGGAAAAGGGCATTTTAACATTCAG 
CCCAACAAGAAATCTCCACCAGAACCCCGAGTGGCGAAGAAACTGGGAATGATTGCCGGCGGG 
ACAGGAATCACCCCi\ATGCTACAGCTGATCCGGGCCATCCTGAAAGTCCCTGAAGATCC7\ACC 
CAGTGCTTTCTGCTTTTTGCCAACCAGACAGAAAAGGATATCATCTTGCGGGAGGACTTAGAG 
GAACTGCAGGCCCGCTATCCCAATCGCTTTAAGCTCTGGTTCACTCTGGATCATCCCCCAAAA 
GATTGGGCCTACAGCAAGGGCTTTGTGACTGCCGACATGATCCGGGAACACCTGCCCGCTCCA 
GGGGATGATGTGCTGGTACTGCTTTGTGGGCCACCCCCAATGGTGCAGCTGGCCTGCCATCCC 
AACTTGGACAAACTGGGCTACTCACAAAAGATGCGATTCACCTACTGAGCATCCTCCAGCTTC 
CCTGGTGCTGTTCGCTGCAGTTGTTCCCCATCAGTACTCAAGCACTATAAGCCTTAGATTCCT 
TTCCTCAGAGTTTCAGGTTTTTTCAGTTACATCTAGAGCTGAAATCTGGATAGTACCTGCAGG 
AACAATATTCCTGTAGCCATGGAAGAGGGCAAGGCTCAGTCACTCCTTGGATGGCCTCCTAAA 
TCTCCCCGTGGCAACAGGTCCAGGAGAGGCCCATGGAGCAGTCTCTTCCATGGAGTAAGAAGG 
AAGGGAGCATGTACGCTTGGTCCAAGATTGGCTAGTTCCTTGATAGCATCTTACTCTCACCTT 
CTTTGTGTCTGTGATGAAAGGAACAGTCTGTGCAATGGGTTTTACTTAAACTTCACTGTTCAA 
CCTATGAGCAAATCTGTATGTGTGAGTATAAGTTGAGCATAGCATACTTCCAGAGGTGGTNTT 
ATGGAGATGGCAAGAAAGGAGGAAATGATTTCTTCAGATNTCT^AAGGAGTCTGAAATATCATA 
TTTCTGTGTGTGTCTCTCTCAGCCCCTGCCCAGGCTAGAGGGAAACAGCTACTGATAATCGAA 
AACTGCTGTTTGTGGCANGAACCCCTGGCTGTGCAAATAAATGGGGCTGAGGCCCCTGTGTGA 
TATTGAAAAAAAA7\AAA7\AAAAAAAAAAAAAAAAAA7iAAAAAAAAAAGA 
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FIGURE 264 

MGIQTSPVLLASLGVGLVTLLGLAVGSYLVRRSRRPQVTLLDPNEKYLLRLLDKTTVSHNTKR 
FRFALPTAHHTLGLPVGKHIYLSTRIDGSLVIRPYTPVTSDEDQGYVDLVIKVYLKGVHPKFP 
EGGKMSQYLDSLKVGDVVEFRGPSGLLTYTGKGHFNIQPNKKSPPEPRVAKKLGMIAGGTGIT 
PMLQLIRAILKVPEDPTQCFLLFANQTEKDIILREDLEELQARYPNRFKLWFTLDHPPKDWAY 
SKGFVTADMIREHLPAPGDDVLVLLCGPPPMVQLACHPNLDKLGYSQKMRFTY 

Impor'tant features : 
Signal peptide: 

amino acids 1-26 

N-glycosylatlon site: 

amino acids 214-218 

N-myrlstoylatlon sites : 

amino acids 22-28,76-82,128-134,180-186 
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FIGURE 265 

CCCGTGCCAAGAGTGACGTAAGTACCGCCTATAGAGTCTATAGGCCCACTTGGCTTCGTTAGA 
ACGCGGCTACAATTAATACATAACCTTATGTATCATACACATACGATTTAGGTGACACTATAG 
AATAACATCCACTTTGCCTTTCTCTCCACAGGTGTCCACTCCCAGGTCCAACTGCACCTCGGT 
TCTATCGATAATCTCAGCACCAGCCACTCAGAGCAGGGCACGATGTTGGGGGCCCGCCTCAGG 
CTCTGGGTCTGTGCCTTGTGCAGCGTCTGCAGCATGAGCGTCCTCAGAGCCTATCCCAATGCC 
TCCCCACTGCTCGGCTCCAGCTGGGGTGGCCTGATCCACCTGTACACAGCCACAGCCAGGAAC 
AGCTACCACCTGCAGATCCACAAGAATGGCCATGTGGATGGCGCACCCCATCAGACCATCTAC 
AGTGCCCTGATGATCAGATCAGAGGATGCTGGCTTTGTGGTGATTACAGGTGTGATGAGCAGA 
AGATACCTCTGCATGGATTTCAGAGGCAACATTTTTGGATCACACTATTTCGACCCGGAGAAC 
TGCAGGTTCCAACACCAGACGCTGGAAAACGGGTACGACGTCTACCACTCTCCTCAGTATCAC 
TTCCTGGTCAGTCTGGGCCGGGCGAAGAGAGCCTTCCTGCCAGGCATGAACCCACCCCCGTAC 
TCCCAGTTCCTGTCCCGGAGGAACGAGATCCCCCTAATTCACTTCAACACCCCCATACCACGG 
CGGCACACCCGGAGCGCCGAGGACGACTCGGAGCGGGACCCCCTGAACGTGCTGAAGCCCCGG 
GCCCGGATGACCCCGGCCCCGGCCTCCTGTTCACAGGAGCTCCCGAGCGCCGAGGACAACAGC 
CCGATGGCCAGTGACCCATTAGGGGTGGTCAGGGGCGGTCGAGTGAACACGCACGCTGGGGGA 
ACGGGCCCGGAAGGCTGCCGCCCCTTCGCCAAGTTCATCTAGGGTCGCTGG 
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FIGURE 266 

MLGARLRLWVCALCSVCSMSVLRAYPNASPLLGSSWGGLIHLYTATARNSYHLQIHKNGHVDG 
APHQTIYSALMIRSEDAGFVVITGVMSRRYLCMDFRGNIFGSHYFDPENCRFQHQTLENGYDV 
YHSPQYHFLVSLGRAKRAFLPGMNPPPYSQFLSRRNEIPLIHFNTPIPRRHTRSAEDDSERDP 
LNVLKPRARMTPAPASCSQELPSAEDNSPMASDPLGVVRGGRVNTHAGGTGPEGCRPFAKFI 

Imporlian^ £eat:ures : 

Signal pep'blde: 
amino acids 1-24 

cAMP- and cGMP-dependeni: protein kinase phosphorylat:ion sit;e. 

amino acids 175-179 

N-myris'toyla'tion site . 

amino acids 33-39, 100-106, 225-231, 229-235 

HB6F/F6F family proteins 

amino acids 73-124 
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FIGURE 267 

GGCTGAGGGGAGGCCCGGAGCCTTTCTGGGGCCTGGGGGATCCTCTTGCACTGGTGGGTGGAGAGAAGCGCCTGC 
AGCCAACCAGGGTCAGGCTGTGCTCACAGTTTCCTCTGGCGGCATGTAAAGGCTCCACAAAGGAGTTGGGAGTTC 
AAATGAGGCTGCTGCGGACGGCCTGAGGATGGACCCCAAGCCCTGGACCTGCCGAGCGTGGCACTGAGGCAGCGG 
CTGACGCTACTGTGAGGGAAAGAAGGTTGTGAGCAGCCCCGCAGGACCCCTGGCCAGCCCTGGCCCCAGCCTCTG 
CCGGAGCCCTCTGTGGAGGCAGAGCCAGTGGAGCCCAGTGAGGCAGGGCTGCTTGGCAGCCACCGGCCTGCAACT 
CAGGAACCCCTCCAGAGGCCATGGACAGGCTGCCCCGCTGACGGCCAGGGTGAAGCATGTGAGGAGCCGCCCCGG 
AGCCAAGCAGGAGGGAAGAGGCTTTCATAGATTCTATTCACAAAGAATAACCACCATTTTGCAAGGACCATGAGG 
CCACTGTGCGTGACATGCTGGTGGCTCGGACTGCTGGCTGCCATGGGAGCTGTTGCAGGCCAGGAGGACGGTTTT 
GAGGGCACTGAGGAGGGCTCGCCAAGAGAGTTCATTTACCTAAACAGGTACAAGCGGGCGGGCGAGTCCCAGGAC 
AAGTGCACCTACACCTTCATTGTGCCCCAGCAGCGGGTCACGGGTGCCATCTGCGTCAACTCCAAGGAGCCTGAG 
GTGCTTCTGGAGAACCGAGTGCATAAGCAGGAGCTAGAGCTGCTCAACAATGAGCTGCTCAAGCAGAAGCGGCAG 
ATCGAGACGCTGCAGCAGCTGGTGGAGGTGGACGGCGGCATTGTGAGCGAGGTGAAGCTGCTGCGCAAGGAGAGC 
CGCAACATGAACTCGCGGGTCACGCAGCTCTACATGCAGCTCCTGCACGAGATCATCCGCAAGCGGGACAACGCG 
TTGGAGCTCTCCCAGCTGGAGAACAGGATCCTGAACCAGACAGCCGACATGCTGCAGCTGGCCAGCAAGTACAAG 
GAGCTGGAGCACAAGTACCAGCACCTGGCCACACTGGCCCACAACCAATCAGAGATCATCGCGCAGCTTGAGGAG 
CACTGCCAGAGGGTGCCCTCGGCCAGGCCCGTCCCCCAGCCACCCCCCGCTGCCCCGCCCCGGGTCTACCAACCA 
CCCACCTACAACCGCATCATCAACCAGATCTCTACCAACGAGATCCAGAGTGACCAGAACCTGAAGGTGCTGCCA 
CCCCCTCTGCCCACTATGCCCACTCTCACCAGCCTCCCATCTTCCACCGACAAGCCGTCGGGCCCATGGAGAGAC 
TGCCTGCAGGCCCTGGAGGATGGCCACGACACCAGCTCCATCTACCTGGTGAAGCCGGAGAACACCAACCGCCTC 
ATGCAGGTGTGGTGCGACCAGAGACACGACCCCGGGGGCTGGACCGTCATCCAGAGACGCCTGGATGGCTCTGTT 
AACTTCTTCAGGAACTGGGAGACGTACAAGCAAGGGTTTGGGAACATTGACGGCGAATACTGGCTGGGCCTGGAG 
AACATTTACTGGCTGACGAACCAAGGCAACTACAAACTCCTGGTGACCATGGAGGACTGGTCCGGCCGCAAAGTC 
TTTGCAGAATACGCCAGTTTCCGCCTGGAACCTGAGAGCGAGTATTATAAGCTGCGGCTGGGGCGCTACCATGGC 
AATGCGGGTGACTCCTTTACATGGCACAACGGC7U\GCAGTTCACCACCCTGGACAGAGATCATGATGTCTACACA 
GGAAACTGTGCCCACTACCAGAAGGGAGGCTGGTGGTATAACGCCTGTGCCCACTCCAACCTCAACGGGGTCTGG 
TACCGCGGGGGCCATTACCGGAGCCGCTACCAGGACGGAGTCTACTGGGCTGAGTTCCGAGGAGGCTCTTACTCA 
CTCAAGA/VAGTGGTGATGATGATCCGACCGAACCCCAACACCTTCCACTAAGCCAGCTCCCCCTCCTGACCTCTC 
GTGGCCATTGCCAGGAGCCCACCCTGGTCACGCTGGCCACAGCACAAAGAACAACTCCTCACCAGTTCATCCTGA 
GGCTGGGAGGACCGGGATGCTGGATTCTGTTTTCCGAAGTCACTGCAGCGGATGATGGAACTGAATCGATACGGT 
GTTTTCTGTCCCTCCTACTTTCCTTCACACCAGACAGCCCCTCATGTCTCCAGGACAGGACAGGACTACAGACAA 
CTCTTT CTTT AAAT AAATT AAGT CTCT ACAATAAAAAAAA 
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FIGURE 268 

MRPLCVTCWWLGLLAAMGAVAGQEDGFEGTEEGSPREFIYLNRYKRAGESQDKCTYTFIVPQQ 
RVTGAICVNSKEPEVLLENRVHKQELELLNNELLKQKRQIETLQQLVEVDGGIVSEVKLLRKE 
SRNMNSRVTQLYMQLLHEIIRKRDNALELSQLENRILNQTADMLQLASKYKDLEHKYQHLATL 
AHNQSEIIAQLEEHCQRVPSARPVPQPPPAAPPRVYQPPTYNRIINQISTNEIQSDQNLKVLP 
PPLPTMPTLTSLPSSTDKPSGPWRDCLQALEDGHDTSSIYLVKPENTNRLMQVWCDQRHDPGG 
WTVIQRRLDGSVNFFRNWETYKQGFGNIDGEYWLGLENIYWLTNQGNYKLLVTMEDWSGRKVF 
AEYASFRLEPESEYYKLRLGRYHGNAGDSFTWHNGKQFTTLDRDHDVYTGNCAHYQKGGWWYN 
ACAHSNLNGVWYRGGHYRSRYQDGVYWAEFRGGSYSLKKVVMMIRPNPNTFH 

In^ori^an'b fea-tures : 

Signal pep-tide: 

amino acids 1-22 

N-glycosylation s±1:es : 

amino acids 164-168,192-196 

cAMP- and cGMP-dependent: protein kinase phosphorylation site: 

amino acids 124-128 

Tyrosine kinase phosphorylation sites: 

amino acids 177-184,385-393,385-394,461-4 68 

N-myrlstoylatlon sites : 

amino acids 12-18,18-24,22-28,29-35,114-120,341-347,465-471, 
473-479 

Amidatlon site: 

amino acids 373-377 

Fibrinogen be-ta and gamma chains C-termlnal domain signature: 

amino acids 438-451 

Fibrinogen beta and gamma chains C-termlnal domain proteins : 

amino acids 305-343, 365-402, 411-424, 428-458 

Trehalase proteins : 

amino acids 275-292 
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FIGURE 269 

GCCGAGCTGAGCGGATCCTCACATGACTGTGATCCGATTCTTTCCAGCGGCTTCTGCAACCAA 
GCGGGTCTTACCCCCGGTCCTCCGCGTCTCCAGTCCTCGCACCTGGAACCCCAACGTCCCCGA 
GAGTCCCCGAATCCCCGCTCCCAGGCTACCTAAGAGGATGAGCGGTGCTCCGACGGCCGGGGC 
AGCCCTGATGCTCTGCGCCGCCACCGCCGTGCTACTGAGCGCTCAGGGCGGACCCGTGCAGTC 
CAAGTCGCCGCGCTTTGCGTCCTGGGACGAGATGAATGTCCTGGCGCACGGACTCCTGCAGCT 
CGGCCAGGGGCTGCGCGAACACGCGGAGCGCACCCGCAGTCAGCTGAGCGCGCTGGAGCGGCG 
CCTGAGCGCGTGCGGGTCCGCCTGTCAGGGAACCGAGGGGTCCACCGACCTCCCGTTAGCCCC 
TGAGAGCCGGGTGGACCCTGAGGTCCTTCACAGCCTGCAGACACAACTCAAGGCTCAGAACAG 
CAGGATCCAGCAACTCTTCCACAAGGTGGCCCAGCAGCAGCGGCACCTGGAGAAGCAGCACCT 
GCGAATTCAGCATCTGCAAAGCCAGTTTGGCCTCCTGGACCACAAGCACCTAGACCATGAGGT 
GGCCAAGCCTGCCCGAAGAAAGAGGCTGCCCGAGATGGCCCAGCCAGTTGACCCGGCTCACAA 
TGTCAGCCGCCTGCACCGGCTGCCCAGGGATTGCCAGGAGCTGTTCCAGGTTGGGGAGAGGCA 
GAGTGGACTATTTGAAATCCAGCCTCAGGGGTCTCCGCCATTTTTGGTGAACTGCAAGATGAC 
CTCAGATGGAGGCTGGACAGTAATTCAGAGGCGCCACGATGGCTCAGTGGACTTCAACCGGCC 
CTGGGAAGCCTACAAGGCGGGGTTTGGGGATCCCCACGGCGAGTTCTGGCTGGGTCTGGAGAA 
GGTGCATAGCATCACGGGGGACCGCAACAGCCGCCTGGCCGTGCAGCTGCGGGACTGGGATGG 
CAACGCCGAGTTGCTGCAGTTCTCCGTGCACCTGGGTGGCGAGGACACGGCCTATAGCCTGCA 
GCTCACTGCACCCGTGGCCGGCCAGCTGGGCGCCACCACCGTCCCACCCAGCGGCCTCTCCGT 
ACCCTTCTCCACTTGGGACCAGGATCACGACCTCCGCAGGGACAAGAACTGCGCCAAGAGCCT 
CTCTGGAGGCTGGTGGTTTGGCACCTGCAGCCATTCCAACCTCAACGGCCAGTACTTCCGC.TC 
CATCCCACAGCAGCGGCAGAAGCTTAAGAAGGGAATCTTCTGGAAGACCTGGCGGGGCCGCTA 
CTACCCGCTGCAGGCCACCACCATGTTGATCCAGCCCATGGCAGCAGAGGCAGCCTCCTAGCG 
TCCTGGCTGGGCCTGGTCCCAGGCCCACGAAAGACGGTGACTCTTGGCTCTGCCCGAGGATGT 
GGCCGTTCCCTGCCTGGGCAGGGGCTCCAAGGAGGGGCCATCTGGAAACTTGTGGACAGAGAA 
GAAGACCACGACTGGAGAAGCCCCCTTTCTGAGTGCAGGGGGGCTGCATGCGTTGCCTCCTGA 
GATCGAGGCTGCAGGATATGCTCAGACTCTAGAGGCGTGGACCAAGGGGCATGGAGCTTCACT 
CCTTGCTGGCCAGGGAGTTGGGGACTCAGAGGGACCACTTGGGGCCAGCCAGACTGGCCTCAA 
TGGCGGACTCAGTCACATTGACTGACGGGGACCAGGGCTTGTGTGGGTCGAGAGCGCCCTCAT 
GGTGCTGGTGCTGTTGTGTGTAGGTCCCCTGGGGACACAAGCAGGCGCCAATGGTATCTGGGC 
GGAGCTCACAGAGTTCTTGGAATAAAAGCAACCTCAGAACAC 
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FIGURE 270 

MTVIRFFPAASATKRVLPPVLRVSSPRTWNPNVPESPRIPAPRLPKRMSGAPTAGAALMLCAA 
TAVLLSAQGGPVQSKSPRFASWDEMNVLAHGLLQLGQGLREHAERTRSQLSALERRLSACGSA 
CQGTEGSTDLPLAPESRVDPEVLHSLQTQLKAQNSRIQQLFHKVAQQQRHLEKQHLRIQHLQS 
QFGLLDHKHLDHEVAKPARRKRLPEMAQPVDPAHNVSRLHRLPRDCQELFQVGERQSGLFEIQ 
PQGSPPFLVNCKMTSDGGWTVIQRRHDGSVDFNRPWEAYKAGFGDPHGEFWLGLEKVHSITGD 
RNSRLAVQLRDWDGNAELLQFSVHLGGEDTAYSLQLTAPVAGQLGATTVPPSGLSVPFSTWDQ 
DHDLRRDKNCAKSLSGGWWFGTCSHSNLNGQYFRSIPQQRQKLKKGIFWKTWRGRYYPLQATT 
MLIQPMAAEAAS 

Xiapor'tant features: 
Signal pep-bxde : 

Amino acids 1-13 

Transmembrane domain : 

Amino acids 53-70 

N-glycosylatlon site : 

Amino acids 224-228 

cAMP- and cGMP-dependent protein kinase phosphorylation sites: 

Amino acids 4 6-50; 118-122 

N-myrlstoylatlon sites : 

Amino acids 50-56; 129-135; 341-347 ; 357-363 

Fibrinogen beta and gamma chains C-tenalnal domain signature: 

Amino acids 396-409 
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FIGURE 271 

CGGACGCGTGGGGGAAACCCTTCCGAGAAAACAGCAACAAGCTGAGCTGCTGTGACAGAGGGG 
T^CAAGMPGGCGGCGCCGAAGGGGAGCCTCTGGGTGAGGACCCAACTGGGGCTCCCGCCGCTG 
CTGCTGCTGACCATGGCCTTGGCCGGAGGTTCGGGGACCGCTTCGGCTGAAGCATTTGACTCG 
GTCTTGGGTGATACGGCGTCTTGCCACCGGGCCTGTCAGTTGACCTACCCCTTGCACACCTAC 
CCTAAGGAAGAGGAGTTGTACGCATGTCAGAGAGGTTGCAGGCTGTTTTCAATTTGTCAGTTT 
GTGGATGATGGT^TTGACTTAAATCGAACTAAATTGGAATGTGAATCTGCATGTACAGAAGCA 
TATTCCCAATCTGATGAGCAATATGCTTGCCATCTTGGTTGCCAGAATCAGCTGCCATTCGCT 
GAACTGAGACAAGAACAACTTATGTCCCTGATGCCAAAAATGCACCTACTCTTTCCTCTAACT 
CTGGTGAGGTCATTCTGGAGTGACATGATGGACTCCGCACAGAGCTTCATAACCTCTTCATGG 
ACTTTTTATCTTCAAGCCGATGACGGAAAAATAGTTATATTCCAGTCTAAGCCAGAAATCCAG 
TACGCACCACATTTGGAGCAGGAGCCTACAAATTTGAGAGAATCATCTCTAAGCAAAATGTCC 
TATCTGCAAATGAGAAATTCACAAGCGCACAGGAATTTTCTTGAAGATGGAGAAAGTGATGGC 
TTTTTAAGATGCCTCTCTCTTAACTCTGGGTGGATTTTAACTACAACTCTTGTCCTCTCGGTG 
ATGGTATTGCTTTGGATTTGTTGTGCAACTGTTGCTACAGCTGTGGAGCAGTATGTTCCCTCT 
GAGAAGCTGAGTATCTATGGTGACTTGGAGTTTATGAATGAACAAAAGCTAAACAGATATCCA 
GCTTCTTCTCTTGTGGTTGTTAGATCTAA7VACTGAAGATCATGAAGAAGCAGGGCCTCTACCT 
ACAAAAGTGAATCTTGCTCATTCTGA7\ATTTAAGCATTTTTCTTTTAAAAGACAAGTGTAATA 
GACATCTAAAATTCCACTCCTCATAGAGCTTTTAA^lATGGTTTCATTGGATATAGGCCTTAAG 
AAATCACTATAAAATGC/^AATAAAGTTACTCAAATCTGTG 
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FIGURE 272 

MAAPKGSLWVRTQLGLPPLLLLTMALAGGSGTASAEAFDSVLGDTASCHRACQLTYPLHTYPK 
EEELYACQRGCRLFSICQFVDDGIDLNRTKLECESACTEAYSQSDEQYACHLGCQNQLPFAEL 
RQEQLMSLMPKMHLLFPLTLVRSFWSDMMDSAQSFITSSWTFYLQADDGKIVIFQSKPEIQYA 
PHLEQEPTNLRESSLSKMSYLQMRNSQAHRNFLEDGESDGFLRCLSLNSGWILTTTLVLSVMV 
LLWICCATVATAVEQYVPSEKLSIYGDLEFMNEQKLNRYPASSLVVVRSKTEDHEEAGPLPTK 
VNLAHSEI 

Inpor'tant feaiiures : 
Signal pepi:±<le: 

amino acids 1-31 

Transmembrane domain : 

amino acids 241-260 

N-glycosyla-t xon sxiie : 

amino acids 90-94 

N-myrxstoyla'ti.on sites : 

amino acids 28-34,29-35^31-37,86-92 
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FIGURE 273 

CCCACGCGTCCGAACCTCTCCAGCGATGGGAGCCGCCCGCCTGCTGCCCAACCTCACTCTGTG 
CTTACAGCTGCTGATTCTCTGCTGTCAAACTCAGTACGTGAGGGACCAGGGCGCCATGACCGA 
CCAGCTGAGCAGGCGGCAGATCCGCGAGTACCAACTCTACAGCAGGACCAGTGGCAAGCACGT 
GCAGGTCACCGGGCGTCGCATCTCCGCCACCGCCGAGGACGGCAACAAGTTTGCCAAGCTCAT 
AGTGGAGACGGACACGTTTGGCAGCCGGGTTCGCATCAAAGGGGCTGAGAGTGAGAAGTACAT 
CTGTATGAACAAGAGGGGCAAGCTCATCGGGAAGCCCAGCGGGAAGAGCAAAGACTGCGTGTT 
CACGGAGATCGTGCTGGAGAACAACTATACGGCCTTCCAGAACGCCCGGCACGAGGGCTGGTT 
CATGGCCTTCACGCGGCAGGGGCGGCCCCGCCAGGCTTCCCGCAGCCGCCAGAACCAGCGCGA 
GGCCCACTTCATCAAGCGCCTCTACCAAGGCCAGCTGCCCTTCCCCAACCACGCCGAGAAGCA 
GAAGCAGTTCGAGTTTGTGGGCTCCGCCCCCACCCGCCGGACCAAGCGCACACGGCGGCCCCA 
GCCCCTCACG TAG TCTGGGAGGCAGGGGGCAGCAGCCCCTGGGCCGCCTCCCCACCCCTTTCC 
CTTCTTAATCCAAGGACTGGGCTGGGGTGGCGGGAGGGGAGCCAGATCCCCGAGGGAGGACCC 
TGAGGGCCGCGAAGCATCCGAGCCCCCAGCTGGGAAGGGGCAGGCCGGTGCCCCAGGGGCGGC 
TGGCACAGTGCCCCCTTCCCGGACGGGTGGCAGGCCCTGGAGAGGAACTGAGTGTCACCCTGA 
TCTCAGGCCACCAGCCTCTGCCGGCCTCCCAGCCGGGCTCCTGAAGCCCGCTGAAAGGTCAGC 
GACTGAAGGCCTTGCAGACAACCGTCTGGAGGTGGCTGTCCTCAAAATCTGCTTCTCGGATCT 
CCCTCAGTCTGCCCCCAGCCCCCAAACTCCTCCTGGCTAGACTGTAGGAAGGGACTTTTGTTT 
GTTTGTTTGTTTCAGGAi\AAAAGAAAGGGAGAGAGAGGAAAATAGAGGGTTGTCCACTCCTCA 
CATTCCACGACCCAGGCCTGCACCCCACCCCCAACTCCCAGCCCCGGT^TT^AAACCATTTTCC 
TGC 
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FIGURE 274 

MGAARLLPNLTLCLQLLILCCQTQYVRDQGAMTDQLSRRQIREYQLYSRTSGKHVQVTGRRIS 
ATAEDGNKFAKLIVETDTFGSRVRIKGAESEKYICMNKRGKLIGKPSGKSKDCVFTEIVLENN 
YTAFQNARHEGWFMAFTRQGRPRQASRSRQNQREAHFIKRLYQGQLPFPNHAEKQKQFEFVGS 
APTRRTKRTRRPQPLT 

Xmpor-tant: fea'tures : 
Signal pep'tide: 

Amino acids 1-22 

N-glycosylation site. 

amino acids 9-13^ 126-130 

cAMP- and cGMP -dependent protein kinase phosphorylation site. 

amino acids 60-64 

Casein kinase XI phosphorylation site. 

amino acids 65-69 

Tyrosine kinase phosphorylation site. 

amino acids 39-48, 8 9-97 

N-myristoylation site . 

amino acids 69-75, 188-194 

Amidation site. 

amino acids 58-62 

HB6F/FGF family signature. 

amino acids 103-128 
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FIGURE 275 

TATTTACCATATCAGATTCACATTCAGTCCTCAGCAAAATGAAGGGCTCCATTTTCACTCTGT 
TTTTATTCTCTGTCCTATTTGCCATCTCAGAAGTGCGGAGCAAGGAGTCTGTGAGACTCTGTG 
GGCTAGAATACATACGGACAGTCATCTATATCTGTGCTAGCTCCAGGTGGAGAAGGCATCTGG 
AGGGGATCCCTCAAGCTCAGCAAGCTGAGACAGGi\AACTCCTTCCAGCTCCCACATAAACGTG 
AGTTTTCTGAGGAAAATCCAGCGCAAAACCTTCCGAAGGTGGATGCCTCAGGGGAAGACCGTC 
TTTGGGGTGGACAGATGCCCACTGAAGAGCTTTGGAAGTCAAAGAAGCATTCAGTGATGTCAA 
GACAAGATTTACAAACTTTGTGTTGCACTGATGGCTGTTCCATGACTGATTTGAGTGCTCTTT 
GCTAAGACAAGAGCAAATACCCAATGGGTGGCAGAGCTTTATCACATGTTTAATTACAGTGTT 
TTACTGCCTGGTAGAACACTAATATTGTGTTATTAAAATGATGGCTTTTGGGTAGGCAAAACT 
TCTTTTCTAAAAGGTATAGCTGAGCGGTTGAAACCACAGTGATCTCTATTTTCTCCCTTTGCC 
AAGGTTAATGAACTGTTCTTTTCAAATTCTACTAATGCTTTGAAATTTCAAATGCTGCGCAAA 
ATTGCAATAAAAATGCTATT^AA 
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FIGURE 276 

MKGSIFTLFLFSVLFAISEVRSKESVRLCGLEYIRTVIYICASSRWRRHLEGIPQAQQAETGN 
SFQLPHKREFSEENPAQNLPKVDASGEDRLWGGQMPTEELWKSKKHSVMSRQDLQTLCCTDGC 
SMTDLSALC 

Iiiqport;an^ features : 
Signal sequence : 

amino acids 1-18 

cAMP- and cGMP-dependent: pro-tein kinase phosphoryla'txon site: 

amino acids 107-111 

N-xnYr±s^oylat:±on sites : 

amino acids 3-9,52-58,96-102,125-131 

Insulin family signature: 

amino acids 121-136 

Insulin family proteins : 

amino acids 28-46 



<WO ^0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



277/550 



FIGURE 277 

gcagCtggttactgcatttctccatgtggcagacagagcaaagccacaacgctttctctgctggattaaagacgg 
cccacagaccagaacttccactatactacttaaaattacataggtggcttgtcaaattcaattgattagtattgt 
aaaaggaaaaagaagttccttcttacagcttggattcaacggtccaaaacaaaaatgcagctgccattaaagtct 

CAGATGAACAAACTTCTACACTGATTTTTAAAATCAAGAATAAGGGCAGCAAGTTTCTGGATTCACTGAATCAAC 
AGACACAAAAAGCTGGC/^TATAGCAACTATGAAGAGAAAAGCTACTAATAAAATTAACCCAACGCATAGAAGAC 
TTTTTTTTCTCTTCTAAAAACAACTAAGTAAAGACTTAAATTTAAACACATCATTTTACAACCTCATTTCAAAAT 
GAAGACTTTTACCTGGACCCTAGGTGTGCTATTCTTCCTACTAGTGGACACTGGACATTGCAGAGGTGGACAATT 
CAAAATTAAAAAAATAAACCAGAGAAGATACCCTCGTGCCACAGATGGTAAAGAGGAAGCAAAGAAATGTGCATA 
CACATTCCTGGTACCTGAACAAAGAATAACAGGGCCAATCTGTGTCAACACCAAGGGGCAAGATGCAAGTACCAT 
TAAAGACATGATCACCAGGATGGACCTTGAAAACCTGAAGGATGTGCTCTCCAGGCAGAAGCGGGAGATAGATGT 
TCTGCAACTGGTGGTGGATGTAGATGGAAACATTGTGAATGAGGT7VAAGCTGCTGAGAAAGGAAAGCCGTAACAT 
GAACTCTCGTGTTACTCTVACTCTA.TATGCAATTATTACATGAGATTATCCGTAAGAGGGATAATTCACTTGAACT 
TTCCCAACTGGAAAACAAAATCCTCAATGTCACCACAGAAATGTTGAAGATGGCAACAAGATACAGGGAACTAGA 
GGTGAAATACGCTTCCTTGACTGATCTTGTCAATAACCAATCTGTGATGATCACTTTGTTGGAAGAACAGTGCTT 
GAGGATATTTTCCCGACAAGACACCCATGTGTCTCCCCCACTTGTCCAGGTGGTGCCACAACATATTCCTAACAG 
CCAACAGTATACTCCTGGTCTGCTGGGAGGTAACGAGATTCAGAGGGATCCAGGTTATCCCAGAGATTTAATGCC 
ACCACCTGATCTGGCAACTTCTCCCACCAAAAGCCCTTTCAAGATACCACCGGTAACTTTCATCAATGAAGGACC 
ATTCAAAGACTGTCAGCAAGCAA7VAGAAGCTGGGCATTCGGTCAGTGGGATTTATATGATTAAACCTGAAAACAG 
CAATGGACCAATGCAGTTATGGTGTGAAAACAGTTTGGACCCTGGGGGTTGGACTGTTATTCAGAAAAGAACAGA 
CGGCTCTGTCAACTTCTTCAGAAATTGGGAAAATTATAAGAAAGGGTTTGGT^AACATTGACGGAGAATACTGGCT 
TGGACTGGAAAATATCTATATGCTTAGCAATCAAGATAATTACAAGTTATTGATTGAATTAGAAGACTGGAGTGA 
TAAAAAAGTCTATGCAGAATACAGCAGCTTTCGTCTGGAACCTGAAAGTGAATTCTATAGACTGCGCCTGGGAAC 
TTACCAGGGAAATGCAGGGGATTCTATGATGTGGCATAATGGTAAACAATTCACCACACTGGACAGAGATAAAGA 
TATGTATGCAGGAAACTGCGCCCACTTTCATAAAGGAGGCTGGTGGTACAATGCCTGTGCACATTCTAACCTAAA 
TGGAGTATGGTACAGAGGAGGCCATTACAGAAGCAAGCACCAAGATGGAATTTTCTGGGCCG7VATACAGAGGCGG 
GTCATACTCCTTAAGAGCAGTTCAGATGATGATCAAGCCTATTGACTGAAGAGAGACACTCGCCAATTTAAATGA 
CACAGAACTTTGTACTTTTCAGCTCTTAAAAATGTAAATGTTACATGTATATTACTTGGCACAATTTATTTCTAC 
ACAGAAAGTTTTTAAAATGAATTTTACCGTAACTATAAAAGGGAACCTATAAATGTAGTTTCATCTGTCGTCAAT 
TACTGCAGAAAATTATGTGTATCCACAACCTAGTTATTTTAAAAATTATGTTGACTAAATACAAAGTTTGTTTTC 
TAAAATGTAAATATTTGCCACAATGTAAAGCAAATCTTAGCTATATTTTAAATCATAAAT7UVCATGTTCAAGATA 
CTTAACAATTTATTTAAAATCTAAGATTGCTCTAACGTCTAGTGAAAAAAATATTTTTTAAATTTCAGCCAAATA 
ATGCATTTTATTTTATAAAAATACAGACAGAAAATTAGGGAGAAACTTCTAGTTTTGCCAATAGAAAATGTTCTT 
CCATTGAATAAAAGTTATTTCAAATTGAATTTGTGCCTTTCACACGTAATGATTAAATCTGAATTCTTAATAATA 
TATCCTATGCTGATTTTCCCAAAACATGACCCATAGTATTAAATACATATCATTTTTAAAAATAAAAAAAAACCC 
AAAAATAATGCATGCATAATTTAAATGGTCAATTTATAAAGACAAATCTATGAATGAATTTTTCAGTGTTATCTT 
CATATGATATGCTGAACACCAAAATCTCCAGAAATGCATTTTATGTAGTTCTAAAATCAGCAAAATATTGGTATT 
ACAAAAATGCAGAATATTTAGTGTGCTACAGATCTGAATTATAGTTCTAATTTATTATTACTTTTTTTCT7\ATTT 
ACTGATCTTACTACTACAAAGAAAAAAAAACCCAACCCATCTGCAATTCAAATCAGAAAGTTTGGACAGCTTTAC 
AAGTATTAGTGCATGCTCAGAACAGGTGGGACTAAAACAAACTCAAGGAACTGTTGGCTGTTTTCCCGATACTGA 
GAATTCAACAGCTCCAGAGCAGAAGCCACAGGGGCATAGCTTAGTCCAAACTGCTAATTTCATTTTACAGTGTAT 
GTAACGCTTAGTCTCACAGTGTCTTTAACTCATCTTTGCAATCAACAACTTTACTAGTGACTTTCTGGAACAATT 
TCCTTTCAGGAATACATATTCACTGCTTAGAGGTGACCTTGCCTTAATATATTTGTGAAGTTAAAATTTTAAAGA 
TAGCTCATGAAACTTTTGCTTAAGCAAAAAGAAAACCTCGAATTGAAATGTGTGAGGCAAACTATGCATGGGAAT 
AGCTTAATGTGAAGATAATCATTTGGACAACTCAAATCCATCAACATGACCAATGTTTTTCATCTGCCACATCTC 
AAAATAAAACTTCTGGTGAAACAAATTAAACAAAATATCCAAACCTCAAAAAAAA 
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FIGURE 278 

MKTFTWTLGVLFFLLVDTGHCRGGQFKIKKINQRRYPRATDGKEEAKKCAYTFLVPEQRITGP 

ICVNTKGQDASTIKDMITRMDLENLKDVLSRQKREIDVLQLVVDVDGNIVNEVKLLRKESRNM 

NSRVTQLYMQLLHEIIRKRDNSLELSQLENKILNVTTEMLKMATRYRELEVKYASLTDLVNNQ 

SVMITLLEEQCLRIFSRQDTHVSPPLVQWPQHIPNSQQYTPGLLGGNEIQRDPGYPRDLMPP 

PDLATSPTKSPFKIPPVTFINEGPFKDCQQAKEAGH5VSGIYMIKPENSNGPMQLWCENSLDP 

GGWTVIQKRTDGSVNFFRNWENYKKGFGNIDGEYWLGLENIYMLSNQDNYKLLIELEDWSDKK 

VYAEYSSFRLEPESEFYRLRLGTYQGNAGDSMMWHNGKQFTTLDRDKDM 

YNACAHSNLNGVWYRGGHYRSKHQDGIFWAEYRGGSYSLRAVQMMIKPID 

Isqpor'ban'b f ea'kures : 
Signal sequence : 

Amino acids 1-23 

N-glycosyla'bion sites : 

Amino acids 160-164 ; 188-192 

cAMP- and cGMP -dependent: protein kinase pliosphorylat;ion site: 

Amino acids 120-124 

Tyrosine kinase phosphoryla-bion sites: 

Amino acids 173-180 ; 387-396 

N-myristeylat:ion sites : 

Amino acids 70-76; 110-116;232-238, 343-349; 400-406; 467-473; 
475-487 

Fibrinogen bete and gamma chains C-terminal domain signature: 

Amino acids 440-453 
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FIGURE 279 

CCCACGCGTCCGCGCAGTCGCGCAGTTCTGCCTCCGCCTGCCAGTCTCGCCCGCGATCCCGGC 
CCGGGGCTGTGGCGTCGACTCCGACCCAGGCAGCCAGCAGCCCGCGCGGGAGCCGGACCGCCG 
CCGGAGGAGCTCGGACGGCATGCTGAGCCCCCTCCTTTGCTGAAGCCCGAGTGCGGAGAAGCC 
CGGGCAAACGCAGGCTAAGGAGACCAT^GCGGCGAAGTCGCGAGACAGCGGACAAGCAGCGGA 
GGAGAAGGAGGAGGAGGCGAACCCAGAGAGGGGCAGCAAAAGAAGCGGTGGTGGTGGGCGTCG 
TGGCCATGGCGGCGGCTATCGCCAGCTCGCTCATCCGTCAGAAGAGGCAAGCCCGCGAGCGCG 
AGAAATCCAJVCGCCTGCAAGTGTGTCAGCAGCCCCAGCAAAGGCAAGACCAGCTGCGACAAAA 
ACAAGTTAAATGTCTTTTCCCGGGTCAAACTCTTCGGCTCCAAGAAGAGGCGCAGAAGAAGAC 
CAGAGCCTCAGCTTAAGGGTATAGTTACCAAGCTATACAGCCGACAAGGCTACCACTTGCAGC 
TGCAGGCGGATGGAACCATTGATGGCACCAAAGATGAGGACAGCACTTACACTCTGTTTAACC 
TCATCCCTGTGGGTCTGCGAGTGGTGGCTATCCAAGGAGTTCAAACCAAGCTGTACTTGGCAA 
TGAACAGTGAGGGATACTTGTACACCTCGGAACTTTTCACACCTGAGTGCAAATTCAT^GAAT 
CAGTGTTTGAAAATTATTATGTGACATATTCATCAATGATATACCGTCAGCAGCAGTCAGGCC 
GAGGGTGGTATCTGGGTCTGAACAAAGAAGGAGAGATCATGAAAGGCAACCATGTGAAGT^GA 
ACAAGCCTGCAGCTCATTTTCTGCCTAAACCACTGAAAGTGGCCATGTACAAGGAGCCATCAC 
--^ T.GCACGATCTCACGGAGTTCTCCCGATCTGGAAGCGGGACCCCAACCAAGAGCAGAAGTGTCT 
CTGGCGTGCTGAACGGAGGCAAATCCATGAGCCACAATGAATCAACGTAGCCAGTGAGGGCAA 
AAGAAGGGCTCTGTAACAGAACCTTACCTCCAGGTGCTGTTGAATTCTTCTAGCAGTCCTTCA 
CCCAAAAGTTCAAATTTGTCAGTGACATTTACCAAACAAACAGGCAGAGTTCACTATTCTATC 
TGCCATTAGACCTTCTTATCATCCATACTAAAGC 
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FIGURE 280 

MA7y\IASSLIRQKRQAREREKSNACKCVSSPSKGKTSCDKNKLNVFSRVKLFGSKKRRRRRPE 
PQLKGIVTKLYSRQGYHLQLQADGTIDGTKDEDSTYTLFNLIPVGLRVVAIQGVQTKLYLAMN 
SEGYLYTSELFTPECKFKESVFENYYVTYSSMIYRQQQSGRGWYLGLNKEGEIMKGNHVKKNK 
PAAHFLPKPLKVAMYKEPSLHDLTEFSRSGSGTPTKSRSVSGVLNGGKSMSHNEST 

Iiiiport:ant Fea'bures: 
N-glycosylat±on site : 

Amino acids 242-246 

Glycosaminoglycan a1:'tachmen^ sites: 

Amino acids 165-169^ 218-222 

Tyrosine kinase phosphorylaUon site: 

Amino acids 93-100 

N-myrlsteyla^lon sites : 

Amino acids 87-93^ 231-237 

ATP/GTP-blndlng site motif A (P-loop) : 

Amino acids 231-239 

HB6F/F6F family proteins: 

Amino acids 78-94, 102-153 
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FIGURE 281 

CCAGGATGGAGCTGGGGCCTGTATAGCCATATTATTGTTCTATGCTACTAGACATGGGGGGGA 
CTTGGTGAAAAAGGTATTATCCAGCCAGAGGGTCTGGGAGCCCTGTCTTACTGAACCTGGGCA 
ACCTGGATATTCTGAGACATATTTTGGGGGGATTTCAGTGAAAAAAGTGGGGGATCCCCTCCA 
TTTAGAGTGTAGCAAAGGAAAAAACACCAAGGTTGGGTTCCTTCCTGACATTGGCAGTGCCCC 
AGTAGGGGTGGGATGAGCGAATATTCCCAAAGCTAAAGTCCCACACCCTGTAGATTACAAGAG 
TGGATTTGGCAGGAGTGTGCCCCA7\AATACAGTGGAAAGGTGCCTGAAGATATTTAAACCACG 
TCTTGGAAATTTAGTGGGTCTTGGCTTTGGGATAGGTGAAGTGAGGACAGACACTGGAGAGGA 
GGGAAAGGGGACGTTTTCAATAGGAGGCAAAACTCGAGGGTGGGATCCACTGAGGAGTACATA 
GGCTGCTGGATCTGGTGGAGCCAGCACTGGGCCCACGGGTGGT7\ACTGGCTGCTGTGGAGGGG 
GGTACGTGAGGGGGGGGTCTGGGGCTTATCCTCAGGTCCTGTGGGTGGGGCAGCGAGTCGGGG 
CCTGAGCGTCAAGAGCATGCCCTAGTGAGCGGGCTCCTCTGGGGGAGCCCAGCGCGCTCCGGG 
CGCCTGCCGGTTTGGGGGTGTCTCCTCCCGGGGCGCTMGGCGGCGCTGGCCAGTAGCCTGAT 
CCGGCAGAAGCGGGAGGTCCGCGAGCCCGGGGGCAGCCGGCCGGTGTCGGCGCAGCGGCGCGT 
GTGTCCCCGCGGCACCAAGTCCCTTTGCCAGAAGCAGCTCCTCATCCTGCTGTCCAAGGTGCG 
ACTGTGCGGGGGGCGGCCCGCGCGGCCGGACCGCGGCCCGGAGCCTCAGCTCAAAGGCATCGT 
CACCAAACTGTTCTGCCGCCAGGGTTTCTACCTCCAGGCGAATCCCGACGGAAGCATCCAGGG 
CACCCCAGAGGATACCAGCTCCTTCACCCACTTC7U\CCTGATCCCTGTGGGCCTCCGTGTGGT 
CACCATCCAGAGCGCCAAGCTGGGTCACTACATGGCCATGAATGCTGAGGGACTGCTCTACAG 
TTCGCCGCATTTCACAGCTGAGTGTCGCTTTAAGGAGTGTGTCTTTGAGAATTACTACGTCCT 
GTACGCCTCTGCTCTCTACCGCCAGCGTCGTTCTGGCCGGGCCTGGTACCTCGGCCTGGACAA 
GGAGGGCCAGGTCATGAAGGGAAACCGAGTTAAGAAGACCAAGGCAGCTGCCCACTTTCTGCC 
CAAGCTCCTGGAGGTGGCCATGTACCAGGAGCCTTCTCTCCACAGTGTCCCCGAGGCCTCCCC 
TTCCAGTCCCCCTGCCCCC3EGAAATGTAGTCCCTGGACTGGAGGTTCCCTGCACTCCCAGTGA 
GCCAGCCACCACCACAACCTGT 
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FIGURE 282 

MAALASSLIRQKREVREPGGSRPVSAQRRVCPRGTKSLCQKQLLILLSKVRLCGGRPARPDRG 
PEPQLKGIVTKLFCRQGFYLQANPDGSIQGTPEDTSSFTHFNLIPVGLRVVTIQSAKLGHYMA 
MNAEGLLYSSPHFTAECRFKECVFENYYVLYASALYRQRRSGRAWYLGLDKEGQVMKGNRVKK 
TKAAAHFLPKLLEVAMYQEPSLHSVPEASPSSPPAP 



lasporliani: feai:ures : 

Tyrosine kxnase phosphorylation site: 

Amino acids 199-207 

N-myris'toyla'bion sites : 

Amino acids 54-60; 89-95; 131-137 

HBGF/F6F family signature: 

Amino acids 131-155 
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FIGURE 283 

ATG GCCGCGGCCATCGCTAGCGGCTTGATCCGCCAGAAGCGGCAGGCGCGGGAGCAGCACTGG 
GACCGGCCGTCTGCCAGCAGGAGGCGGAGCAGCCCCAGCAAGAACCGCGGGCTCTGC7\ACGGC 
AACCTGGTGGATATCTTCTCCAAAGTGCGCATCTTCGGCCTCAAGAAGCGCAGGTTGCGGCGC 
CAAGATCCCCAGCTCAAGGGTATAGTGACCAGGTTATATTGCAGGCAAGGCTACTACTTGCAA 
ATGCACCCCGATGGAGCTCTCGATGGAACCAAGGATGACAGCACTAATTCTACACTCTTCAAC 
CTCATACCAGTGGGACTACGTGTTGTTGCCATCCAGGGAGTGAAAACAGGGTTGTATATAGCC 
ATGAATGGAGx'\AGGTTACCTCTACCCATCAGAACTTTTTACCCCTG7\ATGCAAGTTTAAAGAA 
TCTGTTTTTGAAAATTATTATGTAATCTACTCATCCATGTTGTACAGACT^CAGGAATCTGGT 
AGAGCCTGGTTTTTGGGATTAAATAAGGAAGGGCAAGCTATGAAAGGGAACAGAGTAAAGAAA 
ACCAAACCAGCAGCTCATTTTCTACCCAAGCCATTGGAAGTTGCCATGTACCGAGAACCATCT 
TTGCATGATGTTGGGGAAACGGTCCCGAAGCCTGGGGTGACGCCAAGTAAAAGCACAAGTGCG 
TCTGCAATAATGAATGGAGGCAAACCAGTCTy^CAAGAGTAAGACAACATAG 
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FIGURE 284 

iyiAAAIASGLIRQKRQAREQHWDRPSASRRRSSPSKNRGLCNGNLVDIFSKVRIFGLKKRRLRR 
QDPQLKGIVTRLYCRQGYYLQMHPDGALDGTKDDSTNSTLFNLIPVGLRVVAIQGVKTGLYIA 
MNGEGYLYPSELFTPECKFKESVFENYYVIYSSMLYRQQESGRAWFLGLNKEGQAMKGNRVKK 
TKPAAHFLPKPLEVAMYREPSLHDVGETVPKPGVTPSKSTSASAIMNGGKPVNKSKTT 

Impor'bant: features : 
N-glycosylation slices : 
Amino acids 100-104, 242-246 

cAMP- and cGMP-dependeni: protein kinase phosphorylat:ion sites: 

Amino acids 28-32, 29-33 

Tyrosine kinase phosphorylation site: 

Amino acids 199-207 

N-myristoylation sites: 

7\mino acids 38-44, 89-95, 118-124, 122-128, 222-228 

HBGF/F6F family proteins : 

Amino acids 104-155, 171-198 
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FIGURE 285 

CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCTGGTTCAGGTCCAGGTTTTGCTTTGA 
TCCTTTTCAAAAACTGGAGACACAGAAGAGGGCTCTAGGAAAAAGTTTTGGATGGGATTATGTGGAAACTACCCT 
GCGATTCTCTGCTGCCAGAGCAGGCTCGGCGCTTCCACCCCAGTGCAGCCTTCCCCTGGCGGTGGTGAAAGAGAC 
TCGGGAGTCGCTGCTTCCAAAGTGCCCGCCGTGAGTGAGCTCTCACCCCAGTCAGCCAA^SAGCCTCTTCGGGC 
TTCTCCTGCTGACATCTGCCCTGGCCGGCCAGAGACAGGGGACTCAGGCGGAATCCAACCTGAGTAGTAAATTCC 
AGTTTTCCAGCAACAAGGAACAGAACGGAGTACAAGATCCTCAGCATGAGAGAATTATTACTGTGTCTACTAATG 
GAAGTATTCACAGCCCAAGGTTTCCTCATACTTATCCAAGAAATACGGTCTTGGTATGGAGATTAGTAGCAGTAG 
AGGAJLAATGTATGGATACAACTTACGTTTGATGAAAGATTTGGGCTTGAAGACCCAGAAGATGACATATGCAAGT 
ATGATTTTGTAGAAGTTGAGGAACCCAGTGATGGAACTATATTAGGGCGCTGGTGTGGTTCTGGTACTGTACCAG 
GAAAACAGATTTCTAAAGGAAATCAAATTAGGATAAGATTTGTATCTGATGAATATTTTCCTTCTGAACCAGGGT 
TCTGCATCCACTACAACATTGTCATGCCACAATTCACAGAAGCTGTGAGTCCTTCAGTGCTACCCCCTTCAGCTT 
TGCCACTGGACCTGCTTAATAATGCTATAACTGCCTTTAGTACCTTGGAAGACCTTATTCGATATCTTGAACCAG 
AGAGATGGCAGTTGGACTTAGAAGATCTATATAGGCCAACTTGGCAACTTCTTGGCAAGGCTTTTGTTTTTGGAA 
GAAAATCCAGAGTGGTGGATCTGAACCTTCTAACAGAGGAGGTAAGATTATACAGCTGCACACCTCGTAACTTCT 
CAGTGTCCATAAGGGAAGAACTAAAGAGAACCGATACCATTTTCTGGCCAGGTTGTCTCCTGGTTAAACGCTGTG 
GTGGGAACTGTGCCTGTTGTCTCCACAATTGCAATGAATGTCAATGTGTCCCAAGCAAAGTTACTAAAAAATACC 
ACGAGGTCCTTCAGTTGAGACCAAAGACCGGTGTCAGGGGATTGCACAAATCACTCACCGACGTGGCCCTGGAGC 
ACCATGAGGAGTGTGACTGTGTGTGCAGAGGGAGCACAGGAGGAMJiCCGCATCACCACCAGCAGCTCTTGCCCA 
GAGCTGTGCAGTGCAGTGGCTGATTCTATTAGAGAACGTATGCGTTATCTCCATCCTTAATCTCAGTTGTTTGCT 
TCAAGGACCTTTCATCTTCAGGATTTACAGTGCATTCTGAAAGAGGAGACATCAAACAGAATTAGGAGTTGTGCA 
ACAGCTCTTTTGAGAGGAGGCCTAAAGGACAGGAGAAAAGGTCTTCAATCGTGGAAAGAAAATTAAATGTTGTAT 
TT^AATAGATCACCAGCTAGTTTCAGAGTTACCATGTACGTATTCCACTAGCTGGGTTCTGTATTTCAGTTCTTTC 
GATACGGCTTAGGGTAATGTCAGTACAGGAAAAAAACTGTGC7UVGTGAGCACCTGATTCCGTTGCCTTGCTTAAC 
TCTAAAGCTCCATGTCCTGGGCCTAAAATCGTATAAAATCTGGATTTTTTTTTTTTTTTTTGCTCATATTCACAT 
ATGTAAACCAGT^CATTCTATGTACTACAAACCTGGTTTTTAAAAAGGAACTATGTTGCTATGAATTAAACTTGT 
GTCATGCTGATAGGACAGACTGGATTTTTCATATTTCTTATTAAAATTTCTGCCATTTAGAAGAAGAGAACTACA 
TTCATGGTTTGGAAGAGATAAACCTGAAAAGAAGAGTGGCCTTATCTTCACTTTATCGATAAGTCAGTTTATTTG 
TTTCATTGTGTACATTTTTATATTCTCCTTTTGACATTATAACTGTTGGCTTTTCTAATCTTGTT/^AATATATCT 
ATTTTTACCAAAGGTATTTAATATTCTTTTTTATGACAACTTAGATCAACTATTTTTAGCTTGGTAAATTTTTCT 
AAACACAATTGTTATAGCCAGAGGAACAAAGATGATATAAAATATTGTTGCTCTGACAAAAATACATGTATTTCA 
TTCTCGTATGGTGCTAGAGTTAGATTAATCTGCATTTTAAAAAACTGAATTGGAATAGAATTGGTAAGTTGCAAA 
GACTTTTTGAAAATAATTAAATTATCATATCTTCCATTCCTGTTATTGGAGATGAAAATAAAAAGC7\ACTTATGA 
AAGTAGACATTCAGATCCAGCCATTACTAACCTATTCCTTTTTTGGGGAAATCTGAGCCTAGCTCAGA/y^AACAT 
AAAGCACCTTGAAAAAGACTTGGCAGCTTCCTGATAAAGCGTGCTGTGCTGTGCAGTAGGAACACATCCTATTTA 
TTGTGATGTTGTGGTTTTATTATCTTAAACTCTGTTCCATACACTTQTATAAATACATGGATATTTTTATGTACA 
GAAGTATGTCTCTTAACCAGTTCACTTATTGTACTCTGGCAATTTAAAAGAAAATCAGTAAAATATTTTGCTTGT 
AAAATGCTTAATATNGTGCCTAGGTTATGTGGTGACTATTTGAATCAAAAATGTATTG7\ATCATCAAATAAAAGA 
ATGTGGCTATTTTGGGGAGAAAATTAAAAAA7\AAAAAAAAAAAAAAGGTTTAGGGATAACAGGGTAATGCGGCC 
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FIGURE 286 

MSLFGLLLLTSALAGQRQGTQAESNLSSKFQFSSNKEQNGVQDPQHERIITVSTNGSIHSPRF 
PHTYPRNTVLVWRLVAVEENVWIQLTFDERFGLEDPEDDICKYDFVEVEEPSDGTILGRWCGS 
GTVPGKQISKGNQIRIRFVSDEYFPSEPGFCIHYNIVMPQFTEAVSPSVLPPSALPLDLLNNA 
ITAFSTLEDLIRYLEPERWQLDLEDLYRPTWQLLGKAFVFGRKSRVVDLNLLTEEVRLYSCTP 
RNFSVSIREELKRTDTIFWPGCLLVKRCGGNCACCLHNCNECQCVPSKVTKKYHEVLQLRPKT 
GVRGLHKSLTDVALEHHEECDCVCRGSTGG 

Ixaportian't £eat:ures: 
signal sequence : 

Amino acids 1-14 

N-glycosylatlon sites : 

Amino acids 25-29; 55-59; 254-258 

N-nyri.s'boyla'bxon sites: 

Amino acids 15-21; 11.7-123; 127-133;281-287;282-288; 319-325 

Amida1:ion s ite : 

Amino acids 229-233 
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FIGURE 287 

CAGCGCTGACTGCGCCGCGGAG7W\GCCAGTGGGAACCCAGACCCATAGGAGACCCGCGTCCC 
CGCTCGGCCTGGCCAGGCCCCGCGCTMSGAGTTCCTCTGGGCCCCTCTCTTGGGTCTGTGCT 
GCAGTCTGGCCGCTGCTGATCGCCACACCGTCTTCTGGAACAGTTCA/^TCCCAAGTTCCGGA 
ATGAGGACTACACCATACATGTGCAGCTGAATGACTACGTGGACATCATCTGTCCGCACTATG 
AAGATCACTCTGTGGCAGACGCTGCCATGGAGCAGTACATACTGTACCTGGTGGAGCATGAGG 
AGTACCAGCTGTGCCAGCCCCAGTCCAAGGACCAAGTCCGCTGGCAGTGCAACCGGCCCAGTG 
CCA-AGCATGGCCCGGAGAAGCTGTCTGAGAAGTTCCAGCGCTTCACACCTTTCACCCTGGGCA 
AGGAGTTCAAAGAAGGACACAGCTACTACTACATCTCCAAACCCATCCACCAGCATGT^GACC 
GCTGCTTGAGGTTGAAGGTGACTGTCAGTGGCAAAATCACTCACAGTCCTCAGGCCCATGACA 
ATCCACAGGAGAAGAGACTTGCAGCAGATGACCCAGAGGTGCGGGTTCTACATAGCATCGGTC 
ACAGTGCTGCCCCACGCCTCTTCCCACTTGCCTGGACTGTGCTGCTCCTTCCACTTCTGCTGC 
TGCAAACCCCGTGAAGGTGTGTGCCACACCTGGCCTTAAAGAGGGACAGGCTGAAGAGAGGGA 
CAGGCACTCCAAACCTGTCTTGGGGCCACTTTCAGAGCCCCCAGCCCTGGGAACCACTCCCAC 
CACAGGCATAAGCTATCACCTAGCAGCCTCAAAACGGGTCAATATTAAGGTTTTCAACCGGAA 
GGAGGCCAACCAGCCCGACAGTGCCATCCCCACCTTCACCTCGGAGGGATGGAGA/y^GAAGTG 
GAGACAGTCCTTTCCCACCATTCCTGCCTTTTVAGCCAAAGAAACAAGCTGTGCAGGCATGGTC 
CCTTAAGGCACAGTGGGAGCTGAGCTGGAAGGGGCCACGTGGATGGGCAAAGCTTGTCAAAGA 
TGCCCCCTTCAGGAGAGAGCCAGGATGCCCAGATGAACTGACTGAAGGAAAAGCAAGAAACAG 
TTTCTTGCTTGGAAGCCAGGTACAGGAGAGGCAGCATGCTTGGGCTGACCCAGCATCTCCCAG 
CAAGACCTCATCTGTGGAGCTGCCACAGAGAAGTTTGTAGCCAGGTACTGCATTCTCTCCCAT 
CCTGGGGCAGCACTCCCCAGAGCTGTGCCAGCAGGGGGGCTGTGCCAACCTGTTCTTAGAGTG 
TAGCTGTAAGGGCAGTGCCCATGTGTACATTCTGCCTAGAGTGTAGCCTAAAGGGCAGGGCCC 
ACGTGTATAGTATCTGTATATAAGTTGCTGTGTGTCTGTCCTGATTTCTACAACTGGAGTTTT 
TTTATACAATGTTCTTTGTCTCAAAATAAAGCAATGTGTTTTTTCGG 
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FIGURE 288 

MEFLWAPLLGLCCSLAAADRHTVFWNSSNPKFRNEDYTIHVQLNDYVDIICPHYEDHSADAAM 
EQYILYLVEHEEYQLCQPQSKDQVRWQCNRPSAKHGPEKLSEKFQRFTPFTLGKEFKEGHSYY 
YISKPIHQHEDRCLRLKVTVSGKITHSPQAHDNPQEKRLAADDPEVRVLHSIGHSAAPRLFPL 
AWT VLLL PLLLLQT P 

Impor-tani: features : 
Signal sequence : 

Amino acids 1-17 

N-glycosylatxon s±t:e: 

Amino acids 26-30 

Tyrosine kinase phosphorylation site: 

Amino acids 118-127 

N-myristoylation site : 

Amino acids 10-16 
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FIGURE 289 

CGGACGCGTGGGCGGACGCGTGGGCGGCCCACGGCGCCCGCGGGCTGGGGCGGTCGCTTCTTC 
CTTCTCCGTGGCCTACGAGGGTCCCCAGCCTGGGTAAAGATGGCCCCATGGCCCCCGAAGGGC 
CTAGTCCCAGCTGTGCTCTGGGGCCTCAGCCTCTTCCTCAACCTCCCAGGACCTATCTGGCTC 
CAGCCCTCTCCACCTCCCCAGTCTTCTCCCCCGCCTCAGCCCCATCCGTGTCATACCTGCCGG 
GGACTGGTTGACAGCTTTAACAAGGGCCTGGAGAGAACCATCCGGGACAACTTTGGAGGTGGA 
AACACTGCCTGGGAGGAAGAGAATTTGTCCAAATACAAAGACAGTGAGACCCGCCTGGTAGAG 
GTGCTGGAGGGTGTGTGCAGCAAGTCAGACTTCGAGTGCCACCGCCTGCTGGAGCTGAGTGAG 
GAGCTGGTGGAGAGCTGGTGGTTTCACAAGCAGCAGGAGGCCCCGGACCTCTTCCAGTGGCTG 
TGCTCAGATTCCCTGAAGCTCTGCTGCCCCGCAGGCACCTTCGGGCCCTCCTGCCTTCCCTGT 
CCTGGGGGAACAGAGAGGCCCTGCGGTGGCTACGGGCAGTGTGAAGGAGT^GGGACACGAGGG 
GGCAGCGGGCACTGTGACTGCCAAGCCGGCTACGGGGGTGAGGCCTGTGGCCAGTGTGGCCTT 
GGCTACTTTGAGGCAGAACGCAACGCCAGCCATCTGGTATGTTCGGCTTGTTTTGGCCCCTGT 
GCCCGATGCTCAGGACCTGAGGAATCAAACTGTTTGCAATGCAAGAAGGGCTGGGCCCTGCAT 
CACCTCAAGTGTGTAGACATTGATGAGTGTGGCACAGAGGGAGCCAACTGTGGAGCTGACCAA 
TTCTGCGTGAACACTGAGGGCTCCTATGAGTGCCGAGACTGTGCCAAGGCCTGCCTAGGCTGC 
ATGGGGGCAGGGCCAGGTCGCTGTAAGAAGTGTAGCCCTGGCTATCAGCAGGTGGGCTCCAAG 
TGTCTCGATGTGGATGAGTGTGAGACAGAGGTGTGTCCGGGAGAGAACAAGCAGTGTGAAAAC 
ACCGAGGGCGGTTATCGCTGCATCTGTGCCGAGGGCTACAAGCAGATGGAAGGCATCTGTGTG 
AAGGAGCAGATCCCAGAGTCAGCAGGCTTCTTCTCAGAGATGACAGT^GACGAGTTGGTGGTG 
CTGCAGCAGATGTTCTTTGGCATCATCATCTGTGCACTGGCCACGCTGGCTGCTAAGGGCGAC 
TTGGTGTTCACCGCCATCTTCATTGGGGCTGTGGCGGCCATGACTGGCTACTGGTTGTCAGAG 
CGCAGTGACCGTGTGCTGGAGGGCTTCATCAAGGGCAGATAATCGCGGCCACCACCTGTAGGA 
CCTCCTCCCACCCACGCTGCCCCCAGAGCTTGGGCTGCCCTCCTGCTGGACACTCAGGACAGC 
TTGGTTTATTTTTGAGAGTGGGGTAAGCACCCCTACCTGCCTTACAGAGCAGCCCAGGTACCC 
AGGCCCGGGCAGACAAGGCCCCTGGGGTAAAAAGTAGCCCTGAAGGTGGATACCATGAGCTCT 
TCACCTGGCGGGGACTGGCAGGCTTCACAATGTGTGAATTTCAAAAGTTTTTCCTTAATGGTG 
GCTGCTAGAGCTTTGGCCCCTGCTTAGGATTAGGTGGTCCTCACAGGGGTGGGGCCATCACAG 
CTCCCTCCTGCCAGCTGCATGCTGCCAGTTCCTGTTCTGTGTTCACCACATCCCCACACCCCA 
TTGCCACTTATTTATTCATCTCAGGAAATAAAGAAAGGTCTTGGT^AAGTTAAAAAAAAAAAAA 
AAAAAAAAAT^ 
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FIGURE 290 

MAPWPPKGLVPAVLWGLSLFLNLPGPIWLQPSPPPQSSPPPQPHPCHTCRGLVDSFNKGLERT 
IRDNFGGGNTAWEEENLSKYKDSETRLVEVLEGVCSKSDFECHRLLELSEELVESWWFHKQQE 
APDLFQWLCSDSLKLCCPAGTFGPSCLPCPGGTERPCGGYGQCEGEGTRGGSGHCDCQAGYGG 
EACGQCGLGYFEAERNASHLVCSACFGPCARCSGPEESNCLQCKKGWALHHLKCVDIDECGTE 
GANCGADQFCVNTEGSYECRDCAKACLGCMGAGPGRCKKCSPGYQQVGSKCLDVDECETEVCP 
GENKQCENTEGGYRCICAEGYKQMEGICVKEQIPESAGFFSEMTEDELVVLQQMFFGIIICAL 
ATLAAKGDLVFTAIFIGAVAAMTGYWLSERSDRVLEGFIKGR 

Iinpor'bsLnt: features : 
Signal sequence : 

T^ino acids 1-29 

Transmembrane domain: 

Amino acids 342-392 

N-glycosylatlon sl1:es : 

;\mino acids 79-83 ; 205-209 

cAMP- and cGMP-dependenI: protein kinase phosphoryla-tlon slt:e: 

Amino acids 290-294 

Aspart:lc acid and asparaglne hydroxyla^lon site: 

Amino acids 321-333 

E6F-llke domain cysteine pattern signature: 

Amino acids 181-193 
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FIGURE 291 

CAGGTCCAACTGCACCTCGGTTCTATCGATTGAATTCCCCGGGGATCCTCTAGAGATCCCTCGACCTCGACCCAC 
GCGTCCGAACACAGGTCCTTGTTGCTGCAGAGAAGCAGTTGTTTTGCTGGAAGGAGGGAGTGCGCGGGCTGCCCC 
GGGCTCCTCCCTGCCGCCTCCTCTCAGTGGATGGTTCCAGGCACCCTGTCTGGGGCAGGGAGGGCACAGGCCTGC 
ACATCGAAGGTGGGGTGGGACCAGGCTGCCCCTCGCCCCAGCATCCAAGTCCTCCCTTGGGCGCCCGTGGCCCTG 
CAGACTCTCAGGGCTAAGGTCCTCTGTTGCTTTTTGGTTCCACCTTAGAAGAGGCTCCGCTTGACTAAGAGTAGC 
TTGAAGGAGGCACC ATG CAGGAGCTGCATCTGCTCTGGTGGGCGCTTCTCCTGGGCCTGGCTCAGGCCTGCCCTG 
AGCCCTGCGACTGTGGGGAAAAGTATGGCTTCCAGATCGCCGACTGTGCCTACCGCGACCTAGAATCCGTGCCGC 
CTGGCTTCCCGGCC7\ATGTGACTACACTGAGCCTGtCAGCCAACCGGCTGCCAGGCTTGCCGGAGGGTGCCTTCA 
GGGAGGTGCCCCTGCTGCAGTCGCTGTGGCTGGCACACAATGAGATCCGCACGGTGGCCGCCGGAGCCCTGGCCT 

ctctgagccatctcaagagcctggacctcagccacaatctcatctctgactttgcctggagcgacctgcacaacc 

TCAGTGCCCTCCAATTGCTCAAGATGGACAGCAACGAGCTGACCTTCATCCCCCGCGACGCCTTCCGCAGCCTCC 

gtgctctgcgctcgctgcaactcaaccacaaccgcttgcacacattggccgagggcaccttcaccccgctcaccg 
cgctgtcccacctgcagatcaacgagaaccccttcgactgcacctgcggcatcgtgtggctcaagacatgggccc 
tgaccacggccgtgtccatcccggagcaggacaacatcgcctgcacctcaccccatgtgctcaagggtacaccgc 

TGAGCCGCCTGCCGCCACTGCCATGCTCGGCGCCCTCAGTGCAGCTCAGCTACCAACCCAGCCAGGATGGTGCCG 

agctgcggcctggttttgtgctggcactgcactgtgatgtggacgggcagccggcccctcagcttcactggcaca 
tccagatacccagtggcattgtggagatcaccagcccct^cgtgggcactgatgggcgtgccctgcctggcaccc 
ctgtggccagctcccagccgcgcttccaggcctttgccaatggcagcctgcttatccccgactttggcaagctgg 
aggaaggcacctacagctgcctggccaccaatgagctgggcagtgctgagagctcagtggacgtggcactggcca 
cgcccggtgagggtggtgaggacacactggggcgcaggttccatggcaaagcggttgagggaaagggctgctata 
cggttgacaacgaggtgcagccatcagggccggaggacaatgtggtcatcatctacctcagccgtgctgggaacc 
ctgaggctgcagtcgcagaaggggtccctgggcagctgcccccaggcctgctcctgctgggccaaagcctcctcc 

TCTTCTTCTTCCTCACCTCCTTCTAGCCCCACCCAGGGCTTCCCTAACTCCTCCCCTTGCCCCTACCAATGCCCC 
TTTT^GTGCTGCAGGGGTCTGGGGTTGGCAACTCCTGAGGCCTGCATGGGTGACTTCACATTTTCCTACCTCTCC 

ttctaatctcttctagagcacctgctatccccaacttctagacctgctccaaactagtgactaggatagaatttg 
atcccctaactcactgtctgcggtgctcattgctgctaacagcattgcctgtgctctcctctcaggggcagcatg 

CTAACGGGGCGACGTCCTAATCCAACTGGGAGAAGCCTCAGTGGTGGAATTCCAGGCACTGTGACTGTCAAGCTG 

gcaagggccaggattgggggaatggagctggggcttagctgggaggtggtctgaagcagacagggaatgggagag 
gaggatgggaagtagacagtggctggtatggctctgaggctccctggggcctgctcaagctcctcctgctccttg 
ctgttttctgatgatttgggggcttgggagtccctttgtcctcatctgagactgaaatgtggggatccaggatgg 
ccttccttcctcttacccttcctccctcagcctgcaacctctatcctggaacctgtcctccctttctccccaact 

ATGCATCTGTTGTCTGCTCCTCTGCAAAGGCCAGCCAGCTTGGGAGCAGCAGAGAAATAT^CAGCATTTCTGATG 
CCAAAAAAAAAAAAAAAAAAGGGCGGCCGCGACTCTAGAGTCGACCT 
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FIGURE 292 

MQELHLLWWALLLGLAQACPEPCDCGEKYGFQIADCAYRDLESVPPGFPANVTTLSLSANRLP 
GLPEGAFREVPLLQSLWLAHNEIRTVAAGALASLSHLKSLDLSHNLISDFAWSDLHNLSALQL 
LKMDSNELTFIPRDAFRSLRALRSLQLNHNRLHTLAEGTFTPLTALSHLQINENPFDCTCGIV 
WLKTWALTTAVSIPEQDNIACTSPHVLKGTPLSRLPPLPCSAPSVQLSYQPSQDGAELRPGFV 
LALHCDVDGQPAPQLHWHIQIPSGIVEITSPNVGTDGRALPGTPVASSQPRFQAFANGSLLIP 
DFGKLEEGTYSCLATNELGSAESSVDVALATPGEGGEDTLGRRFHGKAVEGKGCYTVDNEVQP 
SGPEDNWIIYLSRAGNPEAAVAEGVPGQLPPGLLLLGQSLLLFFFLTSF 

Importenl: feai^ures : 

Signal peptide : 

amino acids 1-18 

Transxnexabrane domain : 

amino acids 403-418 

N-glycosylation sl^es : 

Pjnino acids 51-55,120-124,309-313 

Tyrosine kinase phosphoryla-blon site: 

amino acids 319-326 

N-myrlstoylatlon sl-bes : 

amino acids 14-20,64-70,92-98,218-224,294-300,323-329,334-340, 
350-356, 394-400 

Amldatlon slt:e : 

amino acids 355-359 

Leucine Rich Repeat: 

amino acids 51-74,75-98, 99-122,123-14 6,147-170 

Leucine rich repeat C-termlnal domain: 

amino acids 180-230 
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FIGURE 293 

ACTTGGAGCAAGCGGCGGCGGCGGAGACAGAGGCAGAGGCAGAAGCTGGGGCTCCGTCCTCGCCTCCCACGAGCG 
ATCCCCGAGGAGAGCCGCGGCCCTCGGCGAGGCGAAGAGGCCGACGAGGAAGACCCGGGTGGCTGCGCCCCTGCC 
TCGCTTCCCAGGCGCCGGCGGCTGCAGCCTTGCCCCTCTTGCTCGCCTTGAAAAT6GAAAAGATGCTCGCAGGCT 
GCTTTCTGCTGATCCTCGGACAGATCGTCCTCCTCCCTGCCGAGGCCAGGGAGCGGTCACGTGGGAGGTCCATCT 
CTAGGGGCAGACACGCTCGGACCCACCCGCAGACGGCCCTTCTGGAGAGTTCCTGTGAGAACAAGCGGGCAGACC 
TGGTTTTCATCATTGACAGCTCTCGCAGTGTCAACACCCATGACTATGCAAAGGTCAAGGAGTTCATCGTGGACA 
TCTTGCAATTCTTGGACATTGGTCCTGATGTCACCCGAGTGGGCCTGCTCCAATATGGCAGCACTGTCAAGAATG 
AGTTCTCCCTCAAGACCTTCAAGAGGAAGTCCGAGGTGGAGCGTGCTGTCAAGAGGATGCGGCATCTGTCCACGG 
GCACCATGACTGGGCTGGCCATCCAGTATGCCCTGAACATCGCATTCTCAGAAGCAGAGGGGGCCCGGCCCCTGA 
GGGAGAATGTGCCACGGGTCATAATGATCGTGACAGATGGGAGACCTCAGGACTCCGTGGCCGAGGTGGCTGCTA 
AGGCACGGGACACGGGCATCCTAATCTTTGCCATTGGTGTGGGCCAGGTAGACTTCAACACCTTGAAGTCCATTG 
GGAGTGAGCCCCATGAGGACCATGTCTTCCTTGTGGCCAATTTCAGCCAGATTGAGACGCTGACCTCCGTGTTCC 
AGAAGAAGTTGTGCACGGCCCACATGTGCAGCACCCTGGAGCATAACTGTGCCCACTTCTGCATCAACATCCCTG 
GCTCATACGTCTGCAGGTGCAAACAAGGCTACATTCTCAACTCGGATCAGACGACTTGCAGAATCCAGGATCTGT 
GTGCCATGGAGGACCACAACTGTGAGCAGCTCTGTGTGAATGTGCCGGGCTCCTTCGTCTGCCAGTGCTACAGTG 
GCTACGCCCTGGCTGAGGATGGGAAGAGGTGTGTGGCTGTGGACTACTGTGCCTCAGAAAACCACGGATGTGAAC 
ATGAGTGTGTAAATGCTGATGGCTCCTACCTTTGCCAGTGCCATGAAGGATTTGCTCTTAACCCAGATGAAAAAA 
CGTGCACAAGGATCAACTACTGTGCACTGAACAAACCGGGCTGTGAGCATGAGTGCGTCAACATGGAGGAGAGCT 
ACTACTGCCGCTGCCACCGTGGCTACACTCTGGACCCCAATGGCAAAACCTGCAGCCGAGTGGACCACTGTGCAC 
AGCAGGACCATGGCTGTGAGCAGCTGTGTCTGAACACGGAGGATTCCTTCGTCTGCCAGTGCTCAGAAGGCTTCC 
TCATCAACGAGGACCTCAAGACCTGCTCCCGGGTGGATTACTGCCTGCTGAGTGACCATGGTTGTGAATACTCCT 
GTGTCAACATGGACAGATCCTTTGCCTGTCAGTGTCCTGAGGGACACGTGCTCCGCAGCGATGGGAAGACGTGTG 
CAAAATTGGACTCTTGTGCTCTGGGGGACCACGGTTGTGAACATTCGTGTGTAAGCAGTGAAGATTCGTTTGTGT 
GCCAGTGCTTTGAAGGTTATATACTCCGTGAAGATGGAAAAACCTGCAGAAGGAAAGATGTCTGCCMGCTATAG 
ACCATGGCTGTGAACACATTTGTGTGAACAGTGACGACTCATACACGTGCGAGTGCTTGGAGGGATTCCGGCTCG 
CTGAGGATGGGAAACGCTGCCGAAGGAAGGATGTCTGCAAATCAACCCACCATGGCTGCGAACACATTTGTGTTA 
ATAATGGGAATTCCTACATCTGCAAATGCTCAGAGGGATTTGTTCTAGCTGAGGACGGAAGACGGTGCAAGAAAT 
GCACTGAAGGCCCAATTGACCTGGTCTTTGTGATCGATGGATCCAAGAGTCTTGGAGAAGAGAATTTTGAGGTCG 
TGAAGCAGTTTGTCACTGGAATTATAGATTCCTTGACTU^TTTCCCCCAAAGCCGCTCGAGTGGGGCTGCTCCAGT 
ATTCCACACAGGTCCACACAGAGTTCACTCTGAGAAACTTCAACTCAGCCAAAGACATGAAAAAAGCCGTGGCCC 
ACATGAAATACATGGGAAAGGGCTCTATGACTGGGCTGGCCCTGAAACACATGTTTGAGAGAAGTTTTACCCAAG 
GAGT^AGGGGCCAGGCCCCTTTCCACAAGGGTGCCCAGAGCAGCCATTGTGTTCACCGACGGACGGGCTCAGGATG 
ACGTCTCCGAGTGGGCCAGTTU^GCCAAGGCCAATGGTATCACTATGTATGCTGTTGGGGTAGGAAAAGCCATTG 
AGGAGGAACTACAAGAGATTGCCTCTGAGCCCACAAACAAGCATCTCTTCTATGCCGAAGACTTCAGCACAATGG 
ATGAGATAAGTGAAAAACTCAAGAAAGGCATCTGTGAAGCTCTAGAAGACTCCGATGGAAGACAGGACTCTCCAG 
CAGGGGAACTGCCATUVAACGGTCCAACAGCCAACAGAATCTGAGCCAGTCACCATAAATATCCAAGACCTACTTT 
CCTGTTCTAATTTTGCAGTGCAACACAGATATCTGTTTGAAGAAGACAATCTTTTACGGTCTACACAAAAGCTTT 
CCCATTC7UVCAAAACCTTCAGGAAGCCCTTTGGAAGAAAAACACGATCAATGCAAATGTGAAAACCTTATAATGT 
TCCAGAACCTTGCAAACGAAGAAGTAAGAAAATTAACACAGCGCTTAGAAGAAATGACACAGAGAATGGAAGCCC 
TGGAAAATCGCCTGAGATACAGA TGA AGATTAGAAATCGCGACACATTTGTAGTCATTGTATCACGGATTACAAT 
GAACGCAGTGCAGAGCCCCAAAGCTCAGGCTATTGTTAAATCAATAATGTTGTGAAGTAAAACAATCAGTACTGA 
GAAACCTGGTTTGCCACAGAACAAAGACAAGAAGTATACACTAACTTGTATAAATTTATCTAGGAAAAAAATCCT 
TCAGAATTCTAAGATGAATTTACCAGGTGAGAATGAATAAGCTATGCAAGGTATTTTGTAATATACTGTGGACAC 
AACTTGCTTCTGCCTCATCCTGCCTTAGTGTGCAATCTCATTTGACTATACGATAAAGTTTGCACAGTCTTACTT 
CTGTAGAACACTGGCCATAGGATU^TGCTGTTTTTTTGTACTGGACTTTACCTTGATATATGTATATGGATGTATG 
CATAAAATCATAGGACATATGTACTTGTGGAACAAGTTGGATTTTTTATACAATATTAAAATTCACCACTTCAG 
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FIGURE 294 

MEKMLAGCFLLILGQIVLLPAEARERSRGRSISRGRHARTHPQTALLESSCENKRADLVFIID 
SSRSVNTHDYAKVKEFIVDILQFLDIGPDVTRVGLLQYGSTVKNEFSLKTFKRKSEVERAVKR 
MRHLSTGTMTGLAIQYALNIAFSEAEGARPLRENVPRVIMIVTDGRPQDSVAEVAAKARDTGI 
LIFAIGVGQVDFNTLKSIGSEPHEDHVFLVANFSQIETLTSVFQKKLCTAHMCSTLEHNCAHF 
CINIPGSYVCRCKQGYILNSDQTTCRIQDLCAMEDHNCEQLCVNVPGSFVCQCYSGYALAEDG 
KRCVAVDYCASENHGCEHECVNADGSYLCQCHEGFALNPDEKTCTRINYCALNKPGCEHECVN 
MEESYYCRCHRGYTLDPNGKTCSRVDHCAQQDHGCEQLCLNTEDSFVCQCSEGFLINEDLKTC 
SRVDYCLLSDHGCEYSCVNMDRSFACQCPEGHVLRSDGKTCAKLDSCALGDHGCEHSCVSSED 
SFVCQCFEGYILREDGKTCRRKDVCQAIDHGCEHICVNSDDSYTCECLEGFRLAEDGKRCRRK 
DVCKSTHHGCEHICVNNGNSYICKCSEGFVLAEDGRRCKKCTEGPIDLVFVIDGSKSLGEENF 
EVVKQFVTGI I DSLTI SPKAARVGLLQYSTQVHTEFTLRN FNSAKDMKKAVAHMKYMGKGSMT 
GLALKHMFERSFTQGEGARPLSTRVPRAAIVFTDGRAQDDVSEWASKAKANGITMYAVGVGKA 
lEEELQEIASEPTNKHLFYAEDFSTMDEISEKLKKGICEALEDSDGRQDSPAGELPKTVQQPT 
ESEPVTINIQDLLSCSNFAVQHRYLFEEDNLLRSTQKLSHSTKPSGSPLEEKHDQCKCENLIM 
FQNLANEEVRKLTQRLEEMTQRMEALENRLRYR 

Xmporliaii'b £eat:ures : 
Signal sequence: 

- Amino acids 1-23 

N-glycosyla'bion sx-be : 

Amino acids 221-225 

gAMP- and cGMP-dependen'b proi:eln kinase phosplioiryla'tion sit:es : 

Amino acids 115-119; 606-610; 892-8 96 

N-myris^oyla'tion sites : 

Amino acids 133-13 9; 258-264; 2 99-305; 340-34 6; 4 53-4 59; 4 94-500; 

639-645; 690-694; 

752-758;792-798 

Amidat:ion sites : 

Amino acids 314-318 ; 560-564 ; 601-605 

Aspar'tic acid and aspazragine hydroxylation sites: 

Amino acids 253-265 ; 294-306 ; 335-34 7 ; 376-388 ; 4 17-429; 
4 58-470; 540-552; 581-593 
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FIGURE 295 

GGCCGGAGCAGCACGGCCGCAGGACCTGGAGCTCCGGCTGCGTCTTCCCGCAGCGCTACCCGC 
C ATG CGCCTGCCGCGCCGGGCCGCGCTGGGGCTCCTGCCGCTTCTGCTGCTGCTGCCGCCCGC 
GCCGGAGGCCGCCAAGAAGCCGACGCCCTGCCACCGGTGCCGGGGGCTGGTGGACAAGTTTAA 
CCAGGGGATGGTGGACACCGCAAAGAAGAACTTTGGCGGCGGGAACACGGCTTGGGAGGAAAA 
GACGCTGTCCAAGTACGAGTCCAGCGAGATTCGCCTGCTGGAGATCCTGGAGGGGCTGTGCGA 
GAGCAGCGACTTCGAATGCAATCAGATGCTAGAGGCGCAGGAGGAGCACCTGGAGGCCTGGTG 
GCTGCAGCTGAAGAGCGAATATCCTGACTTATTCGAGTGGTTTTGTGTGAAGACACTGAAAGT 
GTGCTGCTCTCCAGGAACCTACGGTCCCGACTGTCTCGCATGCCAGGGCGGATCCCAGAGGCC 
CTGCAGCGGGAATGGCCACTGCAGCGGAGATGGGAGCAGACAGGGCGACGGGTCCTGCCGGTG 
CCACATGGGGTACCAGGGCCCGCTGTGCACTGACTGCATGGACGGCTACTTCAGCTCGCTCCG 
GAACGAGACCCACAGCATCTGCACAGCCTGTGACGAGTCCTGCAAGACGTGCTCGGGCCTGAC 
CAACAGAGACTGCGGCGAGTGTGAAGTGGGCTGGGTGCTGGACGAGGGCGCCTGTGTGGATGT 
GGACGAGTGTGCGGCCGAGCCGCCTCCCTGCAGCGCTGCGCAGTTCTGTAAGAACGCCAACGG 
CTCCTACACGTGCGAAGAGTGTGACTCCAGCTGTGTGGGCTGCACAGGGGAAGGCCCAGGAAA 
CTGTAAAGAGTGTATCTCTGGCTACGCGAGGGAGCACGGACAGTGTGCAGATGTGGACGAGTG 
CTCACTAGCAGAAAAAACCTGTGTGAGGAAAAACGAAAACTGCTACAATACTCCAGGGAGCTA 
CGTCTGTGTGTGTCCTGACGGCTTCGAAGT^AACGGAAGATGCCTGTGTGCCGCCGGCAGAGGC 
TGi\AGCCACAG7^GGAGA7U\GCCCGACACAGCTGCCCTCCCGCGAAGACCTGTAATGTGCCGG 
ACTTACCCTTTAAATTATTCAGAAGGATGTCCCGTGGAAAATGTGGCCCTGAGGATGCCGTCT 
CCTGCAGTGGACAGCGGCGGGGAGAGGCTGCCTGCTCTCTAACGGTTGATTCTCATTTGTCCC 
TTAAACAGCTGCATTTCTTGGTTGTTCTTAAACAGACTTGTATATTTTGATACAGTTCTTTGT 
7\AT AAAATTGAC CATTGT AGGTAAT C AGGAGGAAAAAAAAA 



SNSDOCID: <WO 0140466A2 1 > 



wo 01/40466 



PCT/USOO/32678 



296/550 

FIGURE 296 

MRLPRRAALGLLPLLLLLPPAPEAAKKPTPCHRCRGLVDKFNQGMVDTAKKNFGGGNTAWEEK 
TLSKYESSEIRLLEILEGLCESSDFECNQMLEAQEEHLEAWWLQLKSEYPDLFEWFCVKTLKV 
CCSPGTYGPDCLACQGGSQRPCSGNGHCSGDGSRQGDGSCRCHMGYQGPLCTDCMDGYFSSLR 
NETHSICTACDESCKTCSGLTNRDCGECEVGWVLDEGACVDVDECT^AEPPPCSAAQFCKNANG 
SYTCEECDSSCVGCTGEGPGNCKECISGYAREHGQCADVDECSLAEKTCVRKNENCYNTPGSY 
VCVCPDGFEETEDACVPPAEAEATEGESPTQLPSREDL 

Xmpor-banl: f eat:ures : 

Signal pept;±de: 

Amino acids 1-24 

N-glycosylation sit^es : 

Amino acids 190-194 ; 251-255 

Glycosami nog-lycan a-t-tachmenii sites : 

Amino acids 149-153; 155-159 

cAMP- and cGMP-dependen'b protein kinase phosphoryla1:ion site: 

Amino acids 2 6-30 

Tyrosine kinase phosphorylai:ion site: 

Amino acids 303-310 

N^myristeylabion sites : 

Amino acids 44 -50; 54-60; 55-61; 8 1-8 7; 150-156; 158-164; 164-17 0; 
252-258;313-319 

Aspar^tic acid and asparagine hydroxylat:ion site: 

Amino acids 308-320 

EGF-like domain cysteine pat:tern signatere: 

Amino acids 166-178 

Leucine zipper pat:tern: 

Amino acids 94-116 
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FIGURE 297 

GACATCGGAGGTGGGCTAGCACTGAAACTGCTTTTCAAGACGAGGAAGAGGAGGAGAAAGAGAAAGAAGAGGAAG 
ATGTTGGGCAACATTTATTTAACATGCTCCACAGCCCGGACCCTGGCATCATGCTGCTATTCCTGCAAATACTGA 
AGAAGCATGGGATTTAAATATTTTACTTCTAAATAAATGAATTACTCAATCTCCTATGACCATCTATACATACTC 
CACCTTCAAAAAGTACATCAATATTATATCATTAAGGAAATAGTAACCTTCTCTTCTCCAATATGCATGACATTT 
TTGGACAATGCAATTGTGGCACTGGCACTTATTTCAGTGAAGAAAAACTTTGTGGTTCTATGGCATTCATCATTT 
GACAAATGCAAGCATCTTCCTTATCAATCAGCTCCTATTGAACTTACTAGCACTGACTGTGGAATCCTTTU^GGGC 
CCATTACATTTCTGAAGAAGAAAGCTAAGATGAAGGACATGCCACTCCGAATTCATGTGCTACTTGGCCTAGCTA 
TCACTACACTAGTACAAGCTGTAGATAAAAAAGTGGATTGTCCACGGTTATGTACGTGTGAAATCAGGCCTTGGT 
TTACACCCAGATCCATTTATATGGAAGCATCTACAGTGGATTGTAATGATTTAGGTCTTTTAACTTTCCCAGCCA 
GATTGCCAGCTAACACACAGATTCTTCTCCTACAGACTAACAATATTGCAAAAATTGAATACTCCACAGACTTTC 
CAGTAAACCTTACTGGCCTGGATTTATCTCA7UVACAATTTATCTTCAGTCACCAATATTAATGTAAAAAAGATGC 
CTCAGCTCCTTTCTGTGTACCTAGAGGAAAACAAACTTACTGAACTGCCTGAAAAATGTCTGTCCGAACTGAGCA 
ACTTACAAGAACTCTATATTAATCACAACTTGCTTTCTACAATTTCACCTGGAGCCTTTATTGGCCTACATi\ATC 
TTCTTCGACTTCATCTCAATTCAAATAGATTGCAGATGATCAACAGTAAGTGGTTTGATGCTCTTCCAAATCTAG 
AGATTCTGATGATTGGGGAAAATCCAATTATCAGAATCAAAGACATGAACTTTAAGCCTCTTATCAATCTTCGCA 
GCCTGGTTATAGCTGGTATAAACCTCACAGAT^TACCAGATAACGCCTTGGTTGGACTGGAAAACTTAGAAAGCA 
TCTCTTTTTACGATAACAGGCTTATTAAAGTACCCCATGTTGCTCTTCAAAAAGTTGTAAATCTCAAATTTTTGG 
ATCTAAATAAAAATCCTATTAATAGAATACGAAGGGGTGATTTTAGCAATATGCTACACTTAAAAGAGTTGGGGA 
TAAATAATATGCCTGAGCTGATTTCCATCGATAGTCTTGCTGTGGATAACCTGCCAGATTTAAGAAAAATAGAAG 
CTACTAACAACCCTAGATTGTCTTACATTCACCCCAATGCATTTTTCAGACTCCCCAAGCTGGAATCACTCATGC 
TGAACAGCAATGCTCTCAGTGCCCTGTACCATGGTACCATTGAGTCTCTGCCAAACCTCAAGGAAATCAGCATAC 
ACAGTAACCCCATCAGGTGTGACTGTGTCATCCGTTGGATGAACATGAACAAAACCAACATTCGATTCATGGAGC 
CAGATTCACTGTTTTGCGTGGACCCACCTGAATTCCAAGGTCAGAATGTTCGGCAAGTGCATTTCAGGGACATGA 
TGGAAATTTGTCTCCCTCTTATAGCTCCTGAGAGCTTTCCTTCTAATCTAAATGTAGAAGCTGGGAGCTATGTTT 
CCTTTCACTGTAGAGCTACTGCAGAACCACAGCCTGAAATCTACTGGATAACACCTTCTGGTCAAAAACTCTTGC 
CTAATACCCTGACAGACAAGTTCTATGTCCATTCTGAGGGAACACTAGATATAAATGGCGTAACTCCCAAAGAAG 
GGGGTTTATATACTTGTATAGCAACTAACCTAGTTGGCGCTGACTTGAAGTCTGTTATGATCAAAGTGGATGGAT 
CTTTTCCACAAGATAACAATGGCTCTTTGAATATTAAAATAAGAGATATTCAGGCCAATTCAGTTTTGGTGTCCT 
GGTVAAGCAAGTTCTAAAATTCTCAAATCTAGTGTTAAATGGACAGCCTTTGTCAAGACTGAAAATTCTCATGCTG 
CGCAAAGTGCTCGAATACCATCTGATGTCAAGGTATATAATCTTACTCATCTGAATCCATCAACTGAGTATAAAA 
TTTGTATTGATATTCCCACCATCTATCAGAAAAACAGAAAAAAATGTGTAAATGTCACCACCAAAGGTTTGCACC 
CTGATCAAAAAGAGTATGAAAAGAATAATACCACAACACTTATGGCCTGTCTTGGAGGCCTTCTGGGGATTATTG 
GTGTGATATGTCTTATCAGCTGCCTCTCTCCAGAAATGAACTGTGATGGTGGACACAGCTATGTGAGGAATTACT 
TACAGAAACCAACCTTTGCATTAGGTGAGCTTTATCCTCCTCTGATAAATCTCTGGGAAGCAGGAAAAGAAAAAA 
GTACATCACTGAAAGTAAAAGCAACTGTTATAGGTTTACCAACAAATATGTCCTAAAAACCACCAAGGAAACCTA 
CTCCAAAAATGAAC 
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FIGURE 298 

MKDMPLRIHVLLGLAITTLVQAVDKKVDCPRLCTCEIRPWFTPRSIYMEASTVDCNDLGLLTF 
PARLPANTQILLLQTNNIAKIEYSTDFPVNLTGLDLSQNNLSSVTNINVKKMPQLLSVYLEEN 
KLTELPEKCLSELSNLQELYINHNLLSTISPGAFIGLHNLLRLHLNSNRLQMINSKWFDALPN 
LEILMIGENPIIRIKDMNFKPLINLRSLVIAGINLTEIPDNALVGLENLESISFYDNRLIKVP 
HVALQKVVNLKFLDLNKNPINRIRRGDFSNMLHLKELGINNMPELISIDSLAVDNLPDLRKIE 
ATNNPRLSYIHPNAFFRLPKLESLMLNSNALSALYHGTIESLPNLKEISIHSNPIRCDCVIRW 
MNMNKTNIRFMEPDSLFCVDPPEFQGQNVRQVHFRDMMEICLPLIAPESFPSNLNVEAGSYVS 
FHCRATAEPQPEIYWITPSGQKLLPNTLTDKFYVHSEGTLDINGVTPKEGGLYTCIATNLVGA 
DLKSVMIKVDGSFPQDNNGSLNIKIRDIQANSVLVSWKASSKILKSSVKWTAFVKTENSHAAQ 
SARIPSDVKVYNLTHLNPSTEYKICIDIPTIYQKNRKKCVNVTTKGLHPDQKEYEKNNTTTLM 
ACLGGLLGIIGVICLISCLSPEMNCDGGHSYVRNYLQKPTFALGELYPPLINLWEAGKEKSTS 
LKVECATVIGLPTNMS 

Xmpor-baht: features: 

Sxgnal sequence : 

amino acids 1-22 

Transmembrane domain : 

amino acids 633-650 

N-glycosylation site . 

amino acids 93-97, 103-107, 223-227, 382-386, 522-526, 579-583, 
608-612, 624-628, 625-629 

Casein kinase 11 phosphorylation site. 

amino acids 51-55, 95-99, 242-246, 468-472, 487-491 

Tyrosine kinase phosphorylation site. 

amino acids 570-579 

N-myrlstoylation site . 

amino acids 13-19, 96-102, 158-164, 221-227, 352-358, 437-443, 
491-497, 492-498, 634-640, ^02-708 



Cell attachment sequence. 

amino acids 277-280 
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FIGURE 299 

GCTGTGGGAACCTCTCCACGCGCACGAACTCAGCCAACGATTTCTGATAGATTTTTGGGAGTT 
TGACCAGAGATGCAAGGGGTGAAGGAGCGCTTCCTACCGTTAGGGAACTCTGGGGACAGAGCG 
CCCCGGCCGCCTGATGGCCGAGGCAGGGTGCGACCCAGGACCCAGGACGGCGTCGGGAACCAT 
ACCATGGCCCGGATCCCCAAGACCCTAAAGTTCGTCGTCGTCATCGTCGCGGTCCTGCTGCCA 
GTCCTAGCTTACTCTGCCACCACTGCCCGGCAGGAGGAAGTTCCCCAGCAGACAGTGGCCCCA 
CAGCAACAGAGGCACAGCTTCAAGGGGGAGGAGTGTCCAGCAGGATCTCATAGATCAGAACAT 
ACTGGAGCCTGTAACCCGTGCACAGAGGGTGTGGATTACACCAACGCTTCCAACAATGAACCT 
TCTTGCTTCCCATGTACAGTTTGTAAATCAGATCAAAAACATAAAAGTTCCTGCACCATGACC 
AGAGACACAGTGTGTCAGTGTAAAGAAGGCACCTTCCGGAATGAAAACTCCCCAGAGATGTGC 
CGGAAGTGTAGCAGGTGCCCTAGTGGGGAAGTCCAAGTCAGTAATTGTACGTCCTGGGATGAT 
ATCCAGTGTGTTGAAGAATTTGGTGCCAATGCCACTGTGGAAACCCCAGCTGCTGAAGAGACA 
ATGAACACCAGCCCGGGGACTCCTGCCCCAGCTGCTGAAGAGACAATGAACACCAGCCCAGGG 
ACTCCTGCCCCAGCTGCTGAAGAGACAATGACCACCAGCCCGGGGACTCCTGCCCCAGCTGCT 
GAAGAGACAATGACCACCAGCCCGGGGACTCCTGCCCCAGCTGCTGAAGAGACAATGACCACC 
AGCCCGGGGACTCCTGCCTCTTCTCATTACCTCTCATGCACCATCGTAGGGATCATAGTTCTA 
ATTGTGGTTCTGATTGTGTTTGTTTGAAAGACTTCACTGTGGAAGAAATTCCTTCCTTACCTG 
AAAGGTTCAGGTAGGCGCTGGCTGAGGGCGGGGGGCGCTGGACACTCTCTGCCCTGCCTCCCT 
CTGCTGTGTTCCCACAGACAGT^/^CGCCTGC 
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FIGURE 300 

MARIPKTLKFVVVIVAVLLPVLAYSATTARQEEVPQQTVAPQQQRHSFKGEECPAGSHRSEHT 
GACN PCTEGVDYTNASNNEPSC FPCT VCKS DQKHKS SCTMTRDT VCQC KEGT FRNEN S PEMCR 
KCSRCPSGEVQVSNCTSWDDIQCVEEFGANATVETPAAEETMNTSPGTPAPAAEETMNTSPGT 
PAPAAEETMTTSPGTPAPAAEETMTTSPGTPAPAAEETMTTSPGTPASSHYLSCTIVGIIVLI 
VLLIVFV 

Xnoportianb f eat:u2re8 : 
Signal pept:±de: 

Amino acids 1-29 

Transmembrane domaxn : 

Amino acids 240-259 

N-glycosylation sxte : 

Amino acids 77-81; 140-144 ; 156-160 

cAMP- and cGMP-dependent: protein kinase phosphoryla-klon sltie: 

Amino acids 126-130 

N-myrlstoyla'tlon sites : 

Amino acids 56-62; 72-78 ; 114-120; 154-160; 233-239 
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FIGURE 301 

CACAAGCATCTTAATTTGAATCCACAAAGTTTCATGTAATGAAAAGAAATACATAATTTTAAT 
TCAACCCGAGTGTTTTCCAAGAAGATTGTATTTGCTTAAATTGCTACAGTAATTCAAGAGACA 
GCCCTGTCTGGACACAGAGTTACTGTGGATTTTTAAGAGACTCAGTTAAAGAATTTAGG/yVTT 
TCTGATTCATTTAAAGGATTTACAAATTCATCAACCCCTGAAAACTAAAGCAAATTGAACAGG 
AAAAAAAAAAAGAAGATGGGTTTTTTAAGTCCAATATATGTTATTTTCTTCTTTTTTGGAGTC 
AAAGTACATTGCCAATATGAAACTTATCAGTGGGATGAAGACTATGACCAAGAGCCAGATGAT 
GATTACCAAACAGGATTCCCATTTCGTCAAAATGTAGACTACGGAGTTCCTTTTCATCAGTAT 
ACTTTAGGCTGTGTCAGTGAATGCTTCTGTCCAACTAACTTTCCATCATCAATGTACTGTGAT 
AATCGCAAACTC7^GACTATCCCAAATATTCCGATGCACATTCAGC7\ACTCTACCTTCAGTTC 
AATGAAATTGAGGCTGTGACTGCAAATTCATTCATCAATGCAACTCATCTTAAAGAAATTAAC 
CTCAGCCACAACAAAATTAAATCTCAAAAGATTGATTATGGTGTGTTTGCTAAGCTTCCAAAT 
CTACTACAACTTCATCTAGAGCATAATAATTTAGAAGAATTTCCATTTCCTCTTCCTT^AATCT 
CTGGAAAGACTCCTTCTTGGTTACAATGAAATCTCCAAACTGCAGACAAATGCTATGGATGGG 
CTAGTAAACTTGACCATGCTTGATCTCTGTTATAATTATCTTCATGATTCTCTGCTAAAAGAC 
AAAATCTTTGCCAAAATGGAAAAACTAATGCAGCTCAACCTCTGCAGTAACAGATTAGAATCA 
ATGCCTCCTGGTTTGCCTTCTTCACTTATGTATCTGTCTTTAGAAAATAATTCAATTTCTTCT 
ATACCCGAAAAATACTTCGACAAACTTCCAAAACTTCATACTCTAAGi\ATGTCACACAACAAA 
CTACAAGACATCCCATATAATATTTTTAATCTTCCCAACATTGTAGAACTCAGTGTTGGACAC 
TU^CAAATTGAAGCAAGCATTCTATATTCCAAGAAATTTGGAACACCTATACCTACAAAATAAT 
GAAATAGAAAAGATGAATCTTACAGTGATGTGTCCTTCTATTGACCCACTACATTACCACCAT 
TTAACATACATTCGTGTGGACCAAAATAAACTAAAAGAACCAATAAGCTCATACATCTTCTTC 
TGCTTCCCTCATATACACACTATTTATTATGGTGAACAACGAAGCACTAATGGTCAAACAATA 
CAACTAAAGACACAAGTTTTCAGGAGATTTCCAGATGATGATGATGAAAGTGAAGATCACGAT 
GATCCTGACAATGCTCATGAGAGCCCAGAACT^GAAGGAGCAGAAGGGCACTTTGACCTTCAT 
TATTATGAAAATCAAGAATAgCAAGAAACTATATAGGTATACACTTACGACTTCACAAAACCTA 
TACTTAATATAGTAAATCTAAGTAAACATGTATTACTCAAAGTAATATATTTAGAATTATGTA 
TTAGTATAAGATCAGAATTG7\ATTTAAGTTGTTGGTGACATCTGCATCATTTCATAGGATTAG 
AACTTACTCAAAATAATGTAAATCTTTAA/^AATATAAATTAGAATGACAAGTGGGAATCATAA 
ATTAAACGTTAATGGTTTCTTATGCTCTTTTTAAATATAGAAATATCATGTTAAAGAAAAAAA 
AAAAAAA 
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FIGURE 302 

MGFLSPIYVIFFFFGVKVHCQYETYQWDEDYDQEPDDDYQTGFPFRQNVDYGVPFHQYTLGCV 
SECFCPTNFPSSMYCDNRKLKTIPNIPMHIQQLYLQFNEIEAVTANSFINATHLKEINLSHNK 
IKSQKIDYGVFAKLPNLLQLHLEHNNLEEFPFPLPKSLERLLLGYNEISKLQTNAMDGLVNLT 
MLDLCYNYLHDSLLKDKIFAKMEKLMQLNLCSNRLESMPPGLPSSLMYLSLENNSISSIPEKY 
FDKLPKLHTLRMSHNKLQDIPYNIFNLPNIVELSVGHNKLKQAFYIPRNLEHLYLQNNEIEKM 
NLTVMCPSIDPLHYHHLTYIRVDQNKLKEPISSYIFFCFPHIHTIYYGEQRSTNGQTIQLKTQ 
VFRRFPDDDDESEDHDDPDNAHESPEQEGAEGHFDLHYYENQE 

Impor^an't £easi:ures : 
N-glycosylatiozi sites : 

Amino acids 113-117 ; 121-125; 187-191; 242-246; 316-320 

Tyrosine kinase phosphorylation sites : 

Amino acids 268-275; 300-307 

- N-i!ryristeylai:ion site: 

Amino acids 230-236 

Leucine zipper pa1:terns : 

Amino acids 146-168 ; 217-239 
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FIGURE 303 

GCCCGGGACTGGCGCAAGGTGCCCAAGCAAGGAAAGAAATAATGAAGAGACACATGTGTTAGC 
TGCAGCCTTTTGAAACACGCAAGAAGGAAATCAATAGTGTGGACAGGGCTGGAACCTTTACCA 
CGCTTGTTGGAGTAGATGAGGAATGGGCTCGTGATTATGCTGACATTCCAGCATGAATCTGGT 
AGACCTGTGGTTAACCCGTTCCCTCTCCATGTGTCTCCTCCTACAAAGTTTTGTTCTTATGAT 
ACTGTGCTTTCATTCTGCCAGTATGTGTCCCAAGGGCTGTCTTTGTTCTTCCTCTGGGGGTTT 
AAATGTCACCTGTAGCAATGCAAATCTCAAGGAAATACCTAGAGATCTTCCTCCTGAAACAGT 
CTTACTGTATCTGGACTCCAATCAGATCACATCTATTCCCAATGAAATTTTTAAGGACCTCCA 
TCAACTGAGAGTTCTCAACCTGTCCAAAAATGGCATTGAGTTTATCGATGAGCATGCCTTCAA 
AGGAGTAGCTGAAACCTTGCAGACTCTGGACTTGTCCGACAATCGGATTCAAAGTGTGCACAA 
AAATGCCTTCAATi\ACCTGAAGGCCAGGGCCAGAATTGCCAACAACCCCTGGCACTGCGACTG 
TACTCTACAGCAAGTTCTGAGGAGCATGGCGTCCAATCATGAGACAGCCCACAACGTGATCTG 
TAT^AACGTCCGTGTTGGATGAACATGCTGGCAGACCATTCCTCAATGCTGCCAACGACGCTGA 
CCTTTGTAACCTCCCTAAAA/y^CTACCGATTATGCCATGCTGGTCACCATGTTTGGCTGGTT 
CACTATGGTGATCTCATATGTGGTATATTATGTGAGGCAAAATCAGGAGGATGCCCGGAGACA 
CCTCGAATACTTGAAATCCCTGCCAAGCAGGCAGAAGAAAGCAGATGAACCTGATGATATTAG 
CACTGTGGT ATAG TGTCCAAACTGACTGTCATTGAGAAAGAAAGAAAGTAGTTTGCGATTGCA 
GTAGAAATAAGTGGTTTACT'TCTCCCATCCATTGTAAACATTTGAAACTTTGTATTTCAGTTT 
TTTTTGAATTATGCCACTGCTGAACTTTTAACAAACACTACAACATAAATAATTTGAGTTTAG 
GTGATCCACCCCTTAATTGTACCCCCGATGGTATATTTCTGAGTAAGCTACTATCTGAACATT 
AGTTAGATCCATCTCACTATTTAATAATGAAATTTATTTTTTTAATTTAAAAGCAAATAAAAG 
CTTAACTTTGAACCATGGGAAAAAAAAAAAA7VAAAAAAAAAAACA 



BNSOCX:iD: <WO 014046aA2 1 > 



wo 01/40466 



PCT/USOO/32678 



304/550 

FIGURE 304 

MNLVDLWLTRSLSMCLLLQSFVLMILCFHSASMCPKGCLCSSSGGLNVTCSNANLKEIPRDLP 
PETVLLYLDSNQITSIPNEIFKDLHQLRVLNLSKNGIEFIDEHAFKGVAETLQTLDLSDNRIQ 
SVHKNAFNNLKARARIANNPWHCDCTLQQVLRSMASNHETAHNVICKTSVLDEHAGRPFLNAA 
NDADLCNLPKKTTDYAMLVTMFGWFTMVISYVVYYVRQNQEDARRHLEYLKSLPSRQKKADEP 
DDISTW 

Import^anl: £eat:ures: 
Signal sequence : 

Amino acids 1-33 

Transmembrane domain : 

Amino acids 204-219 

N-glycosylation sl^es: 

Amino acids 47-51; 94-98 

cAMP- and cOdP-dependent protein kinase phosphorylat:ion sit:e: 

Amino acids 199-203 

Casein kinase II phosphoryla-bion site. 

amino acids 162-166, 175-179 

N-myris'toyla'tion sites : 

Amino acids 37-43; 45-51; 110-116 
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FIGURE 305 



CGCCACCACTGCGGCCACCGCCAATGAAACGCCTCCCGCTCCTAGTGGTTTTTTCCACTTTGTTGAATTGTTCCT 
ATACTCAAAATTGCACCAAGACACCTTGTCTCCCAAATGCAAAATGTGAAATACGCAATGGAATTGAAGCCTGCT 
ATTGCAACATGGGATTTTCAGGAAATGGTGTCACAATTTGTGAAGATGATAATGTVATGTGG/U^TTTAACTCAGT 
CCTGTGGCGAAAATGCTAATTGCACTAACACAGAAGGAAGTTATTATTGTATGTGTGTACCTGGCTTCAGATCCA 
GCAGTAACCAAGACAGGTTTATCACTAATGATGGAACCGTCTGTATAGAAAATGTGAATGCAAACTGCCATTTAG 
ATAATGTCTGTATAGCTGCAAATATTAATAAAACTTTAACAAAAATCAGATCCATAAAAGAACCTGTGGCTTTGC 
TACAAGAAGTCTATAGAAATTCTGTGACAGATCTTTCACCAACAGATATAATTACATATATAGAAATATTAGCTG 
AATCATCTTCATTACTAGGTTACAAGAACAACACTATCTCAGCCAAGGACACCCTTTCTAACTCAACTCTTACTG 
7y\TTTGTAAAAACCGTGAATAATTTTGTTCAAAGGGATACATTTGTAGTTTGGGACAAGTTATCTGTGAATCATA 
GGAGAACACATCTTACAAAACTCATGCACACTGTTGAAC/U^GCTACTTTAAGGATATCCCAGAGCTTCCAAAAGA 
CCACAGAGTTTGATACAAATTCAACGGATATAGCTCTCAAAGTTTTCTTTTTTGATTCATATAACATGAAACATA 
TTCATCCTCATATGAATATGGATGGAGACTACATAAATATATTTCCAAAGAGAAAAGCTGCATATGATTCAAATG 
GCAATGTTGCAGTTGCATTTTTATATTATAAGAGTATTGGTCCTTTGCTTTCATCATCTGACAACTT^ 

aacctcaaaattatgataattctgaagaggaggaaagagtcatatcttcagtaatttcagtctcaatgagctcaa 
acccacccacattatatgaacttgaaaaaataacatttacattaagtcatcgaaaggtcacagataggtatagga 
gtctatgtgcattttgg7vattactcacctgataccatgaatggcagctggtcttcagagggctgtgagctgacat 
actcaaatgagacccacacctcatgccgctgtaatcacctgacacattttgcaattttgatgtcctctggtcctt 
ccattggtattaaagattataatattcttacaaggatcactcaactaggaataattatttcactgatttgtcttg 
ccatatgcatttttaccttctggttcttcagtgaaattcaaagcaccaggacaacaattcacaaaaatctttgct 

GTAGCCTATTTCTTGCTGAACTTGTTTTTCTTGTTGGGATCAATACAAATACTAATAAGCTCTTCTGTTCAATCA 
TTGCCGGACTGCTACAGTACTTCTTTTTAGCTGCTTTTGCATGGATGTGCATTGAAGGCATACATCTCTATCTCA 
TTGTTGTGGGTGTCATCTACAACAAGGGATTTTTGCACAAGAATTTTTATATCTTTGGCTATCTAAGCCCAGCCG 
TGGTAGTTGGATTTTCGGCAGCACTAGGATACAGATATTATGGCACAACCAAAGTATGTTGGCTTAGCACCGAAA 
ACAACTTTATTTGGAGTTTTATAGGACCAGCATGCCTAATCATTCTTGTTAATCTCTTGGCTTTTGGAGTCATCA 
TATACAAAGTTTTTCGTCACACTGCAGGGTTGAAACCAGAAGTTAGTTGCTTTGAGAACATAAGGTCTTGTGCAA 
GAGGAGCCCTCGCTCTTCTGTTCCTTCTCGGCACCACCTGGATCTTTGGGGTTCTCCATGTTGTGCACGCATCAG 
TGGTTACAGCTTACCTCTTCACAGTCAGCAATGCTTTCCAGGGGATGTTCATTTTTTTATTCCTGTGTGTTTTAT 
CTAGAAAGATTCAAGAAGAATATTACAGATTGTTCAAAAATGTCCCCTGTTGTTTTGGATGTTTAAGGTAAACAT 
AGAGAATGGTGGATAATTACAACTGCACAAAAATAAAAATTCCAAGCTGTGGATGACCAATGTATAAAAATGACT 
CATCAAATTATCCAATTATTAACTACTAGACAAAAAGTATTTTAAATCAGTTTTTCTGTTTATGCTATAGGAACT 
GTAGATAATAAGGTAAAATTATGTATCATATAGATATACTATGTTTTTCTATGTGAAATAGTTCTGTCAAAAATA 
GTATTGCAGATATTTGGAAAGT7\ATTGGTTTCTCAGGAGTGATATCACTGCACCCAAGGA7\AGATTTTCTTTCTA 
ACACGAGAAGTATATGAATGTCCTGAAGGAAACCACTGGCTTGATATTTCTGTGACTCGTGTTGCCTTTGAAACT 
AGTCCCCTACCACCTCGGTAATGAGCTCCATTACAGAAAGTGGAACATAAGAGAATG7VAGGGGCAGAATATCAAA 
CAGTGAAAAGGGAATGATAAGATGTATTTTGAATGAACTGTTTTTTCTGTAGACTAGCTGAGAAATTGTTGACAT 
AAAATAAAGAATTGAAGAAACACATTTTACCATTTTGTGAATTGTTCTGAACTTAAATGTCCACTAAAACAACTT 
AGACTTCTGTTTGCTAAATCTGTTTCTTTTTCTAATATTCTAAAAAAAAAAAAAAGGTTTACCTCCACAAATTGA 
AAAAAAAAAAAAAAAT^AAAAAAAAAAAAAAAAAT^AAAAAAAAAAAAA 
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FIGURE 306 

MKRLPLLVVFSTLLNCSYTQNCTKTPCLPNAKCEIRNGIEACYCNMGFSGNGVTICEDDNECGNLTQSCGENANC 
TNTEGSYYCMCVPGFRSSSNQDRFITNDGTVCIENVNANCHLDNVCIAANINKTLTKIRSIKEPVALLQEVYRNS 
VTDLSPTDIITYIEILAESSSLLGYKNNTISAKDTLSNSTLTEFVKTVNNFVQRDTFVVWDKLSVNHRRTHLTKL 
MHTVEQATLRISQSFQKTTEFDTNSTDIALKVFFFDSYNMKHIHPHMNMDGDYINIFPKRFCAAYDSNGNVAVAFL 
YYKSIGPLLSSSDNFLLKPQNYDNSEEEERVISSVISVSMSSNPPTLYELEKITFTLSHRKVTDRYRSLCAFWNY 
SPDTMNGSWSSEGCELTYSNETHTSCRCNHLTHFAILMSSGPSIGIKDYNILTRITQLGIIISLICLAICIFTFW 
FFSEIQSTRTTIHKNLCCSLFLAELVFLVGINTNTNKLFCSIIAGLLHYFFLAAFAWMCIEGIHLYLIVVGVIYN 
KGFLHKNFYIFGYLSPAVWGFSAALGYRYYGTTKVCWLSTENNFIWSFIGPACLIILVNLLAFGVIIYKVFRHT 
AGLKPEVSCFENIRSCARGALALLFLLGTTWIFGVLHWHASVVTAYLFTVSNAFQGMFIFLFLCVLSRKIQEEY 
Y RL FKN V PCC FGCLR 

IXEiporton^ £eat:ures: 
Signal peptide: 

Amino acids 1-19 

Transmembrane domain : 

Amino acids 431-450; 4 94-515 ; 573-594 ; 619-636; 64 6-664 
N-glycosylat:±on sites: 

Amino acids 15-19; 21-25; 64-68 ; 74-78 ; 127-131 ; 177-181 ; 
188-1 92; 24 9-253; 381-385; 395-399 

Glycosamxnoglycan attachment site: 

Amino acids 49-53 

cAMP- and cGMP-dependent protein kinase phosphorylation site: 

Amino acids 360-364 

Tyrosine kinase phosphorylation sites: 

Amino acids 36-44 ; 670-677 

N-xnyrxstoylation sites: 

Amino acids 38-44 ; 50-56; 52-58 ; 80-86; 382-388; 388-394 ; 
434-4 40; 480-486; 521-527 

Aspartic acid and asparagxne hydroxylation site: 

Amino acids 75-87 
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FIGURE 307 

CCAGGCCGGGAGGCGACGCGCCCAGCCGTCTAAACGGGAACAGCCCTGGCTGAGGGAGCTGCAGCGCAGCAGAGT 
ATCTGACGGCGCCAGGTTGCGTAGGTGCGGCACGAGGAGTTTTCCCGGCAGCGAGGAGGTCCTGAGCAGCATGGC 
CCGGAGGAGCGCCTTCCCTGCCGCCGCGCTCTGGCTCTGGAGCATCCTCCTGTGCCTGCTGGCACTGCGGGCGGA 
GGCCGGGCCGCCGCAGGAGGAGAGCCTGTACCTATGGATCGATGCTCACCAGGCAAGAGTACTCATAGGATTTGA 
AGAAGATATCCTGATTGTTTCAGAGGGGAAAATGGCACCTTTTACACATGATTTCAGAAAAGCGCAACAGAGAAT 
GCCAGCTATTCCTGTCAATATCCATTCCATGAATTTTACCTGGCAAGCTGCAGGGCAGGCAGAATACTTCTATGA 
ATTCCTGTCCTTGCGCTCCCTGGATAAAGGCATCATGGCAGATCCAACCGTCAATGTCCCTCTGCTGGGAACAGT 
GCCTCAC7\AGGCATCAGTTGTTCAAGTTGGTTTCCCATGTCTTGGAAAACAGGATGGGGTGGCAGCATTTGAAGT 
GGATGTGATTGTTATGAATTCTGAAGGCAACACCATTCTCCAAACACCTCAAAATGCTATCTTCTTTAAAACATG 
TCAACAAGCTGAGTGCCCAGGCGGGTGCCGAAATGGAGGCTTTTGTAATGAAAGACGCATCTGCGAGTGTCCTGA 
TGGGTTCCACGGACCTCACTGTGAGAAAGCCCTTTGTACCCCACGATGTATGAATGGTGGACTTTGTGTGACTCC 
TGGTTTCTGCATCTGCCCACCTGGATTCTATGGAGTGAACTGTGACAAAGCAAACTGCTCAACCACCTGCTTTAA 
TGGAGGGACCTGTTTCTACCCTGGAAAATGTATTTGCCCTCCAGGACTAGAGGGAGAGCAGTGTGAAATCAGCAA 
ATGCCCACAACCCTGTCGAAATGGAGGTAAATGCATTGGTAAAAGCAAATGTAAGTGTTCCAAAGGTTACCAGGG 
AGACCTCTGTTCAAAGCCTGTCTGCGAGCCTGGCTGTGGTGCACATGGAACCTGCCATGAACCCAACAAATGCCA 
ATGTCAAGAAGGTTGGCATGGAAGACACTGCAATAAAAGGTACGAAGCCAGCCTCATACATGCCCTGAGGCCAGC 
AGGCGCCCAGCTCAGGCAGCACACGCCTTCACTTAAAAAGGCCGAGGAiSCGGCGGGATCCACCTGAATCCAATTA 
CATCTGGTGAACTCCGACATCTGAAACGTTTTAAGTTACACCAAGTTCATAGCCTTTGTT7VACCTTTCATGTGTT 
GAATGTTCAAATAATGTTCATTACACTTAAGAATACTGGCCTGAATTTTATTAGCTTCATTATAAATCACTGAGC 
TGATATTTACTCTTCCTTTTAAGTTTTCTAAGTACGTCTGTAGCATGATGGTATAGATTTTCTTGTTTCAGTGCT 
TTGGGACAGATTTTATATTATGTCAATTGATCAGGTTAAAATTTTCAGTGTGTAGTTGGCAGATATTTTCAAAAT 
TACT^ATGCATTTATGGTGTCTGGGGGCAGGGGAACATCAGAAAGGTTAAATTGGGCAAAAATGCGTAAGTCACAA 
GAATTTGGATGGTGCAGTTAATGTTGAAGTTACAGCATTTCAGATTTTATTGTCAGATATTTAGATGTTTGTTAC 
ATTTTTAAAAATTGCTCTTAATTTTTAAACTCTCAATACAATATATTTTGACCTTACCATTATTCCAGAGATTCA 
GTATTAAAAAAAAAAAAATTACACTGTGGTAGTGGCATTTAAACAATATAATATATTCTAAACACAATGAAATAG 
GGAATATAATGTATGAACTTTTTGCATTGGCTTGAAGCAATATAATATATTGTAAACAAAACACAGCTCTTACCT 
AATAAACATTTTATACTGTTTGTATGTATAAAATAAAGGTGCTGCTTTAGTTTTTTGGAAAATVAAAAAAAAAAAA 
AAAAAAAA 
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FIGURE 308 

MARRSAFPAAALWLWSILLCLLALRAEAGPPQEESLYLWIDAHQARVLIGFEEDILIVSEGKM 
APFTHDFRKAQQRMPAIPVNIHSMNFTWQAAGQAEYFYEFLSLRSLDKGIMADPTVNVPLLGT 
VPHKASVVQVGFPCLGKQDGVAAFEVDVIVMNSEGNTILQTPQNAIFFKTCQQAECPGGCRNG 
GFCNERRICECPDGFHGPHCEKALCTPRCMNGGLCVTPGFCICPPGFYGVNCDKANCSTTCFN 
GGTCFYPGKCICPPGLEGEQCEISKCPQPCRNGGKCIGKSKCKCSKGYQGDLCSKPVCEPGCG 
AHGTCHEPNKCQCQEGWHGRHCNKRYEASLIHALRPAGAQLRQHTPSLKKAEERRDPPESNYIW 

Import:ant feal^ures : 
Signal sequence : 

Amino acids 1-28 

N-glycosylation sx^es : 

Amino acids 88-92; 245-249 

Tyrosine kinase phosphorylation sltie: 

Amino acids 370-378 

N-myrlstoylatlon sites: 

Amino acids 184-190; 185-191; 189-195; 315-321 

ATP/GTP-blndlng site motif A (P-loop) : 

Amino acids 285-293 

E6F-llke domain cysteine pattern signatures: 

Amino acids 198-210;230-242;262-274;294-306;326-338 
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FIGURE 309 



CCCACGCGTCCGGTCTCGCTCGCTCGCGCAGCGGCGGCAGCAGAGGTCGCGCACAGATGCGGG 
TTAGACTGGCGGGGGGAGGAGGCGGAGGAGGGAAGGAAGCTGCATGCATGAGACCCACAGACT 
CTTGCAAGCTGGATGCCCTCTGTGGATGAAAGATGTATCATGGT^TGAACCCGAGCAATGGAG 
ATGGATTTCTAGAGCAGCAGCAGCAGCAGCAGCAACCTCAGTCCCCCCAGAGACTCTTGGCCG 
TGATCCTGTGGTTTCAGCTGGCGCTGTGCTTCGGCCCTGCACAGCTCACGGGCGGGTTCGATG 
ACCTTCAAGTGTGTGCTGACCCCGGCATTCCCGAGAATGGCTTCAGGACCCCCAGCGGAGGGG 
TTTTCTTTGAAGGCTCTGTAGCCCGATTTCACTGCCAAGACGGATTCAAGCTGAAGGGCGCTA 
CAAAGAGACTGTGTTTGAAGCATTTTAATGGAACCCTAGGCTGGATCCCAAGTGATAATTCCA 
TCTGTGTGCAAGAAGATTGCCGTATCCCTCAAATCGAAGATGCTGAGATTCATAACAAGACAT 
ATAGACATGGAGAGAAGCTAATCATCACTTGTCATGAAGGATTCAAGATCCGGTACCCCGACC 
TACACAATATGGTTTCATTATGTCGCGATGATGGAACGTGGAATAATCTGCCCATCTGTCAAG 
GCTGCCTGAGACCTCTAGCCTCTTCTAATGGCTATGTAAACATCTCTGAGCTCCAGACCTCCT 
TCCCGGTGGGGACTGTGATCTCCTATCGCTGCTTTCCCGGATTTAAACTTGATGGGTCTGCGT 
ATCTTGAGTGCTTACAAAACCTTATCTGGTCGTCCAGCCCACCCCGGTGCCTTGCTCTGGAAG 
CCCAAGTCTGTCCACTACCTCCAATGGTGAGTCACGGAGATTTCGTCTGCCACCCGCGGCCTT 
GTGAGCGCTACAACCACGGAACTGTGGTGGAGTTTTACTGCGATCCTGGCTACAGCCTCACCA 
GCGACTACAAGTACATCACCTGCCAGTATGGAGAGTGGTTTCCTTCTTATCAAGTCTACTGCA 
TCAAATCAGAGCAAACGTGGCCCAGCACCCATGAGACCCTCCTGACCACGTGGAAGATTGTGG 
CGTTCACGGCAACCAGTGTGCTGCTGGTGCTGCTGCTCGTCATCCTGGCCAGGATGTTCCAGA 
CCAAGTTCAAGGCCCACTTTCCCCCCAGGGGGCCTCCCCGGAGTTCCAGCAGTGACCCTGACT 
TTGTGGTGGTAGACGGCGTGCCCGTCATGCTCCCGTCCTATGACGAAGCTGTGAGTGGCGGCT 
TGAGTGCCTTAGGCCCCGGGTACATGGCCTCTGTGGGCCAGGGCTGCCCCTTACCCGTGGACG 
ACCAGAGCCCCCCAGCATACCCCGGCTCAGGGGACACGGACACAGGCCCAGGGGAGTCAGAAA 
CCTGTGACAGCGTCTCAGGCTCTTCTGAGCTGCTCCAAAGTCTGTATTCACCTCCCAGGTGCC 
AAGAGAGCACCCACCCTGCTTCGGACAACCCTGACATAATTGCCAGCACGGCAGAGGAGGTGG 
eATCCACCAGCCCAGGCATCCATCATGCCCACTGGGTGTTGTTCCTAAGAAACTGATTGATTA 
AAAAATTTCCCAAAGTGTCCTGAAGTGTCTCTTCAT^TACATGTTGATCTGTGGAGTTGATTC 
CTTTCCTTCTCTTGGTTTTAGACAAATGTAAACAAAGCTCTGATCCTTAAAATTGCTATGCTG 
ATAGAGTGGTGAGGGCTGGAAGCTTGATCAAGTCCTGTTTCTTCTTGACACAGACTGATTAAA 
AATTAAAAGNAAAAAA 
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FIGURE 310 

MYHGMNPSNGDGFLEQQQQQQQPQSPQRLLAVILWFQLALCFGPAQLTGGFDDLQVCADPGIP 
ENGFRTPSGGVFFEGSVARFHCQDGFKLKGATKRLCLKHFNGTLGWIPSDNSICVQEDCRIPQ 
lEDAEIHNKTYRHGEKLIITCHEGFKIRYPDLHNMVSLCRDDGTWNNLPICQGCLRPLASSNG 
YVNISELQTSFPVGTVISYRCFPGFKLDGSAYLECLQNLIWSSSPPRCLALEAQVCPLPPMVS 
HGDFVCHPRPCERYNHGTVVEFYCDPGYSLTSDYKYITCQYGEWFPSYQVYCIKSEQTWPSTH 
ETLLTTWKIVAFTATSVLLVLLLVILARMFQTKFKAHFPPRGPPRSSSSDPDFVVVDGVPVML 
PSYDEAVSGGLSALGPGYMASVGQGCPLPVDDOSPPAYPGSGDTDTGPGESETCDSVSGSSEL 
LQSLYSPPRCQESTHPASDNPDIIASTAEEVASTSPGIHHAHWVLFLRN 

Xmpor'ban'b features : 
Signal seqpience: 

amino acids 1-41 

Transmexabrane domain: 

amino acids 325-344 

N-glycosylation s±t:e. 

amino acids 104-108, 134-138, 192-196 
Casein kinase XZ phosphorylation site. 

amino acids 8-12, 146-150, 252-256, 270-274, 313-317, 362-366, 
364-368, 380-384, 467-471, 468-472 

N-myristoylation site . 

amino acids 4-10, 61-67, 169-175, 203-209, 387-393, 418-424, 
478-484 

Prokaryotlc membrane lipoprotein lipid attachment site. 

amino acids 394-405 



BNSDCX5ID: <WO 014046eA2J. 



wo 01/40466 



PCT/USOO/32678 



311/550 

FIGURE 311 

CAGCGCGTGGCCGGCGCCGCTGTGGGGACAGCATGAGCGGCGGTTGGATGGCGCAGGTTGGAG 
CGTGGCGAACAGGGGCTCTGGGCCTGGCGCTGCTGCTGCTGCTCGGCCTCGGACTAGGCCTGG 
AGGCCGCCGCGAGCCCGCTTTCCACCCCGACCTCTGCCCAGGCCGCAGGCCCCAGCTCAGGCT 
CGTGCCCACCCACCAAGTTCCAGTGCCGCACCAGTGGCTTATGCGTGCCCCTCACCTGGCGCT 
GCGACAGGGACTTGGACTGCAGCGATGGCAGCGATGAGGAGGAGTGCAGGATTGAGCCATGTA 
CCCAGAAAGGGCAATGCCCACCGCCCCCTGGCCTCCCCTGCCCCTGCACCGGCGTCAGTGACT 
GCTCTGGGGGAACTGACAAGAAACTGCGCAACTGCAGCCGCCTGGCCTGCCTAGCAGGCGAGC 
TCCGTTGCACGCTGAGCGATGACTGCATTCCACTCACGTGGCGCTGCGACGGCCACCCAGACT 
GTCCCGACTCCAGCGACGAGCTCGGCTGTGGAACCAATGAGATCCTCCCGGAAGGGGATGCCA 
CAACCATGGGGCCCCCTGTGACCCTGGAGAGTGTCACCTCTCTCAGGAATGCCACAACCATGG 
GGCCCCCTGTGACCCTGGAGAGTGTCCCCTCTGTCGGGAATGCCACATCCTCCTCTGCCGGAG 
ACCAGTCTGGAAGCCCAACTGCCTATGGGGTTATTGCAGCTGCTGCGGTGCTCAGTGCAAGCC 
TGGTCACCGCCACCCTCCTCCTTTTGTCCTGGCTCCGAGCCCAGGAGCGCCTCCGCCCACTGG 
GGTTACTGGTGGCCATGAAGGAGTCCCTGCTGCTGTCAGAACAGAAGACCTCGCTGCCCTGAG 
GACAAGCACTTGCCACCACCGTCACTCAGCCCTGGGCGTAGCCGGACAGGAGGAGAGCAGTGA 
TGCGGATGGGTACCCGGGCACACCAGCCCTCAGAGACCTGAGTTCTTCTGGCCACGTGGAACC 
TCGAACCCGAGCTCCTGCAGAAGTGGCCCTGGAGATTGAGGGTCCCTGGACACTCCCTATGGA 
GATCCGGGGAGCTAGGATGGGGAACCTGCCACAGCCAGAACTGAGGGGCTGGCCCCAGGCAGC 
TCCCAGGGGGTAGAACGGCCCTGTGCTTAAGACACTCCCTGCTGCCCCGTCTGAGGGTGGCGA 
TTAAAGTTGCTTC 
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FIGURE 312 

MSGGWMAQVGAWRTGALGLALLLLLGLGLGLEAAASPLSTPTSAQAAGPSSGSCPPTKFQCRT 
SGLCVPLTWRCDRDLDCSDGSDEEECRIEPCTQKGQCPPPPGLPCPCTGVSDCSGGTDKKLRN 
CSRLACLAGELRCTLSDDCIPLTWRCDGHPDCPDSSDELGCGTNEILPEGDATTMGPPVTLES 
VTSLRNATTMGPPVTLESVPSVGNATSSSAGDQSGSPTAYGVIAAAAVLSASLVTATLLLLSW 
LRAQERLRPLGLLVAMKESLLLSEQKTSLP 

Impor'tant feat;ure8: 
Sxgnal sequence : 

Amino acids 1-30 

Transmembrane domain: 

Amino acids 231-248 

N-glycosyla'txon sxtes : 

Amino acids 126-130; 195-199; 213-217 

Casein kinase II phosphoryla'bion s±t:e. 

amino acids 84-88, 140-144, 161-165, 218-222 

N-myristoylation sites: 

7\mino acids 3-9; 10-16; 26-32 ; 30-36; 112-118 ; 166-172 ; 212-218 ; 
224-230; 230-236; 263-269 

Prokaryo-tic membrane lipoprotein lipid attachmenl: site: 

Amino acids 44-55 

Leucine zipper pattern: 

Amino acids 17-39 
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FIGURE 313 

CGGACGCGTGGGCGTCCGGCGGTCGCAGAGCCAGGAGGCGGAGGCGCGCGGGCCAGCCTGGGCCCCAGCCCACAC 
CTTCACCAGGGCCCAGGAGCCACCATGTGGCGATGTCCACTGGGGCTACTGCTGTTGCTGCCGCTGGCTGGCCAC 
TTGGCTCTGGGTGCCCAGCAGGGTCGTGGGCGCGGGGAGCTAGCACCGGGTCTGCACCTGCGGGGCATCCGGGAC 
GCGGGAGGCCGGTACTGCCAGGAGCAGGACCTGTGCTGCCGCGGCCGTGCCGACGACTGTGCCCTGCCCTACCTG 
GGCGCCATCTGTTACTGTGACCTCTTCTGCAACCGCACGGTCTCCGACTGCTGCCCTGACTTCTGGGACTTCTGC 
CTCGGCGTGCCACCCCCTTTTCCCCCGATCCAAGGATGTATGCATGGAGGTCGTATCTATCCAGTCTTGGGAACG 
TACTGGGACAACTGTAACCGTTGCACCTGCCAGGAGAACAGGCAGTGGCATGGTGGATCCAGACATGATCAAAGC 
CATCAACCAGGGCAACTATGGCTGGCAGGCTGGGAACCACAGCGCCTTCTGGGGCATGACCCTGGATGAGGGCAT 
TCGCTACCGCCTGGGCACCATCCGCCCATCTTCCTCGGTCATGAACATGCATGAAATTTATACAGTGCTGAACCC 
AGGGGAGGTGCTTCCCACAGCCTTCGAGGCCTCTGAGAAGTGGCCCAACCTGATTCATGAGCCTCTTGACCAAGG 
CAACTGTGCAGGCTCCTGGGCCTTCTCCACAGCAGCTGTGGCATCCGATCGTGTCTCAATCCATTCTCTGGGACA 
CATGACGCCTGTCCTGTCGCCCCAGAACCTGCTGTCTTGTGACACCCACCAGCAGCAGGGCTGCCGCGGTGGGCG 
TCTCGATGGTGCCTGGTGGTTCCTGCGTCGCCGAGGGGTGGTGTCTGACCACTGCTACCCCTTCTCGGGCCGTGA 
ACGAGACGAGGCTGGCCCTGCGCCCCCCTGTATGATGCACAGCCGAGCCATGGGTCGGGGCAAGCGCCAGGCCAC 
TGCCCACTGCCCCAACAGCTATGTTAATAACAATGACATCTACCAGGTCACTCCTGTCTACCGCCTCGGCTCCAA 
CGACAAGGAGATCATGAAGGAGCTGATGGAGAATGGCCCTGTCCAAGCCCTCATGGAGGTGCATGAGGACTTCTT 
CCTATACAAGGGAGGCATCTACAGCCACACGCCAGTGAGCCTTGGGAGGCCAGAGAGATACCGCCGGCATGGGAC 
CCACTCAGTCAAGATCACAGGATGGGGAGAGGAGACGCTGCCAGATGGAAGGACGCTCAAATACTGGACTGCGGC 
CAACTCCTGGGGCCCAGCCTGGGGCGAGAGGGGCCACTTCCGCATCGTGCGCGGCGTCAATGAGTGCGACATCGA 
GAGCTTCGTGCTGGGCGTCTGGGGCCGCGTGGGCATGGAGGACATGGGTCATCACTGAGGCTGCGGGCACCACGC 
GGGGTCCGGCCTGGGATCCAGGCTAAGGGCCGGCGGAAGAGGCCCCAATGGGGCGGTGACCCCAGCCTCGCCCGA 
CAGAGCCCGGGGCGCAGGCGGGCGCCAGGGCGCTAATCCCGGCGCGGGTTCCGCTGACGCAGCGCCCCGCCTGGG 
AGCCGCGGGCAGGCGAGACTGGCGGAGCCCCCAGACCTCCCAGTGGGGACGGGGCAGGGCCTGGCCTGGGAAGAG 
CACAGCTGCAGATCCCAGGCCTCTGGCGCCCCCACTCAAGACTACCAZ^GCCAGGACACCTCAAGTCTCCAGCCC 
CAATACCCCACCCCAATCCCGTATTCTTTTTTTTTTTTTTTTAGACAGGGTCTTGCTCCGTTGCCCAGGTTGGAG 
TGCAGTGGCCCATCAGGGCTCACTGTAACCTCCGACTCCTGGGTTCAAGTGACCCTCCCACCTCAGCCTCTCAAG 
TAGCTGGGACTACAGGTGCACCACCACACCTGGCTAATTTTTGTATTTTTTGTA7UVGAGGGGGGTCTCACTGTGT 
TGCCCAGGCTGGTTTCGAACTCCTGGGCTCAAGCGGTCCACCTGCCTCCGCCTCCCAAAGTGCTGGGATTGCAGG 
CATGAGCCACTGCACCCAGCCCTGTATTCTTATTCTTCAGATATTTATTTTTCTTTTCACTGTTTTAAAATAAAA 
CCAAAGTATTGATAAAAAAAAA 
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FIGURE 314 

MWRCPLGLLLLLPLAGHLALGAQQGRGRRELAPGLHLRGIRDAGGRYCQEQDLCCRGRADDCA 
LPYLGAICYCDLFCNRTVSDCCPDFWDFCLGVPPPFPPIQGCMHGGRIYPVLGTYWDNCNRCT 
CQENRQWHGGSRHDQSHQPGQLWLAGWEPQRLLGHDPG 

Ixnpor'tant: f ea'bures : 
N-glycosylatxon ^ite. 

amino acids 78-82^ 161-165 

Casein kxnase XX phosphoryla'tion sxte. 

amino acids 80-84, 117-121, 126-130, 169-173, 205-209, 296-300, 
411-415 

N-myrxs1:oyla'blon sl-te. 

amino acids 21-27, 39-45, 44-50, 104-110, 160-164, 224-230, 
2 69-275, 378-384, 4 42-448 

Amlda^ion site. 

amino acids 26-30, 318-322 

Eukaryo'bxc thxol (cyst:exne) proteases hxst:xdxne active site. 

amino acids 398-409 
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FIGURE 315 

CGGACGCGTGGGCCCCTGGTGGGCCCAGCAAGATGGATCTACTGTGGATCCTGCCCTCCCTGT 
GGCTTCTCCTGCTTGGGGGGCCTGCCTGCCTGAAGACCCAGGAACACCCCAGCTGCCCAGGAC 
CCAGGGAACTGGAAGCCAGCAAAGTTGTCCTCCTGCCCAGTTGTCCCGGAGCTCCAGGAAGTC 
CTGGGGAGAAGGGAGCCCCAGGTCCTCAAGGGCCACCTGGACCACCAGGCAAGATGGGCCCCA 
AGGGTGAGCCAGGCCCCAGAAACTGCCGGGAGCTGTTGAGCCAGGGCGCCACCTTGAGCGGCT 
GGTACCATCTGTGCCTACCTGAGGGCAGGGCCCTCCCAGTCTTTTGTGACATGGACACCGAGG 
GGGGCGGCTGGCTGGTGTTTCAGAGGCGCCAGGATGGTTCTGTGGATTTCTTCCGCTCTTGGT 
CCTCCTACAGAGCAGGTTTTGGGAACCAAGAGTCTGAATTCTGGCTGGGAAATGAGAATTTGC 
ACCAGCTTACTCTCCAGGGTAACTGGGAGCTGCGGGTAGAGCTGGAAGACTTTAATGGTAACC 
GTACTTTCGCCCACTATGCGACCTTCCGCCTCCTCGGTGAGGTAGACCACTACCAGCTGGCAC 
TGGGCAAGTTCTCAGAGGGCACTGCAGGGGATTCCCTGAGCCTCCACAGTGGGAGGCCCTTTA 
CCACCTATGACGCTGACCACGATTCAAGCAACAGCAACTGTGCAGTGATTGTCCACGGTGCCT 
GGTGGTATGCATCCTGTTACCGATCAAATCTCAATGGTCGCTATGCAGTGTCTGAGGCTGCCG 
CCCACAAATATGGCATTGACTGGGCCTCAGGCCGTGGTGTGGGCCACCCCTACCGCAGGGTTC 
GGATGATGCTTCGATAGGGCACTCTGGCAGCCAGTGCCCTTATCTCTCCTGTACAGCTTCCGG 
ATCGTCAGCCACCTTGCCTTTGCCAACCACCTCTGCTTGCCTGTCCACATTTi\AAAATAAAAT 
CATTTTAGCCCTTTCA 
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FIGURE 316 

MDLLWILPSLWLLLLGGPACLKTQEHPSCPGPRELEASKVVLLPSCPGAPGSPGEKGAPGPQG 
PPGPPGKiyiGPKGEPGPRNCRELLSQGATLSGWYHLCLPEGRALPVFCDMDTEGGGWLVFQRRQ 
DGSVDFFRSWSSYRAGFGNQESEFWLGNENLHQLTLQGNWELRVELEDFNGNRTFAHYATFRL 
LGEVDHYQLALGKFSEGTAGDSLSLHSGRPFTTYDADHDSSNSNCAVIVHGAWWYASCYRSNL 
NGRYAVSEAAAHKYGIDWASGRGVGHPYRRVRMMLR 

Impor'ban't f ea'bures : 
Signal pep'bide: 

Amino acids 1-16 

N-glycosYlat:±on site: 

Amino acids 178-182 

Glycosaminoglycan att:achment; site: 

Amino acids 272-276 

Tyrosine kinase phosphorylation site: 

7\mino acids 188-197 

N-myristoylation sites: 

Amino acids 16-22; 89-95; 144-150;267-273 

Fibrinogen beta and gamma chains C-terminal domain signature: 

Amino acids . 242-255 
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FIGURE 317 

CCCAAGCCAGCCGAGCCGCCAGAGCCGCGGGCCGCGGGGGTGTCGCGGGCCCAACCCCAGGAT 
GCTCCCCTGCGCCTCCTGCCTACCCGGGTCTCTACTGCTCTGGGCGCTGCTACTGTTGCTCTT 
GGGATCAGCTTCTCCTCAGGATTCTGAAGAGCCCGACAGCTACACGGAATGCACAGATGGCTA 
TGAGTGGGACCCAGACAGCCAGCACTGCCGGGATGTCAACGAGTGTCTGACCATCCCTGAGGC 
CTGCAAGGGGGAAATGAAGTGCATCAACCACTACGGGGGCTACTTGTGCCTGCCCCGCTCCGC 
TGCCGTCATCAACGACCTACATGGCGAGGGACCCCCGCCACCAGTGCCTCCCGCTCAACACCC 
CAACCCCTGCCCACCAGGCTATGAGCCCGACGATCAGGACAGCTGTGTGGATGTGGACGAGTG 
TGCCCAGGCCCTGCACGACTGTCGCCCCAGCCAGGACTGCCATAACTTGCCTGGCTCCTATCA 
GTGCACCTGCCCTGATGGTTACCGCAAGATCGGGCCCGAGTGTGTGGACATAGACGAGTGCCG 
CTACCGCTACTGCCAGCACCGCTGCGTGAACCTGCCTGGCTCCTTCCGCTGCCAGTGCGAGCC 
GGGCTTCCAGCTGGGGCCTAACAACCGCTCCTGTGTTGATGTGAACGAGTGTGACATGGGGGC 
CCCATGCGAGCAGCGCTGCTTCAACTCCTATGGGACCTTCCTGTGTCGCTGCCACCAGGGCTA 
TGAGCTGCATCGGGATGGCTTCTCCTGCAGTGATATTGATGAGTGTAGCTACTCCAGCTACCT 
CTGTCAGTACCGCTGCGTCAACGAGCCAGGCCGTTTCTCCTGCCACTGCCCACAGGGTTACCA 
GCTGCTGGCCACACGCCTCTGCCAAGACATTGATGAGTGTGAGTCTGGTGCGCACCAGTGCTC 
CGAGGCCCAAACCTGTGTCAACTTCCATGGGGGCTACCGCTGCGTGGACACCAACCGCTGCGT 
GGAGCCCTACATCCAGGTCTCTGAGAACCGCTGTCTCTGCCCGGCCTCCAACCCTCTATGTCG 
AGAGCAGCCTTCATCCATTGTGCACCGCTACATGACCATCACCTCGGAGCGGAGCGTGCCCGC 
TGACGTGTTCCAGATCCAGGCGACCTCCGTCTACCCCGGTGCCTACAATGCCTTTCAGATCCG 
TGCTGGAAACTCGCAGGGGGACTTTTACATTAGGCAAATCAACAACGTCAGCGCCATGCTGGT 
CCTCGCCCGGCCGGTGACGGGCCCCCGGGAGTACGTGCTGGACCTGGAGATGGTCACCATGAA 
TTCCCTCATGAGCTACCGGGCCAGCTCTGTACTGAGGCTCACCGTCTTTGTAGGGGCCTACAC 
CTTC TGA GGAGCAGGAGGGAGCCACCCTCCCTGCAGCTACCCTAGCTGAGGAGCCTGTTGTGA 
GGGGCAGAATGAGAAAGGCAATAAAGGGAGAAAG7VAAGTCCTGGTGGCTGAGGTGGGCGGGTC 
ACACTGCAGGAAGCCTCAGGCTGGGGCAGGGTGGCACTTGGGGGGGCAGGCCAAGTTCACCTA 
7\ATGGGGGTCTCTATATGTTCAGGCCCAGGGGCCCCCATTGACAGGAGCTGGGAGCTCTGCAC 
CACGAGCTTCAGTCACCCCGAGAGGAGAGGAGGTAACGAGGAGGGCGGACTCCAGGCCCCGGC 
CCAGAGATTTGGACTTGGCTGGCTTGCAGGGGTCCTAAGAAACTCCACTCTGGACAGCGCCAG 
GAGGCCCTGGGTTCCATTCCTAACTCTGCCTCTVAACTGTACATTTGGATAAGCCCTAGTAGTT 
CCCTGGGCCTGTTTTTGTATAAAACGAGGCAACTGGAAAAAAAAAAAA 
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FIGURE 318 

MLPCASCLPGSLLLWALLLLLLGSASPQDSEEPDSYTECTDGYEWDPDSQHCRDVNECLTIPE 
ACKGEMKCINHYGGYLCLPRSAAVINDLHGEGPPPPVPPAQHPNPCPPGYEPDDQDSCVDVDE 
CAQALHDCRPSQDCHNLPGSYQCTCPDGYRKIGPECVDIDECRYRYCQHRCVNLPGSFRCQCE 
PGFQLGPNNRSCVDVNECDMGAPCEQRCFNSYGTFLCRCHQGYELHRDGFSCSDIDECSYSSY 
LCQYRCVNEPGRFSCHCPQGYQLLATRLCQDIDECESGAHQCSEAQTCVNFHGGYRCVDTNRC 
VEPYIQVSENRCLCPASNPLCREQPSSIVHRYMTITSERSVPADVFQIQATSVYPGAYNAFQI 
P_AGNSQG DFY I RQINN VS AML VLARPVTGPRE YVLDLEMVTMN SLMS Y RASS VT ,RT ,T V FVGAYTF 

Important: fea-feures: 
Signal sequence : 

Amino acids 1-25 

K-glycosyJLat;±on sxtes : 

Amino acids 198-202 ; 394-398 

N-myr±s'toyla't±on sxtes : 

Amino acids 76-82 ; 145-151 ; 182-188 ; 222-228 ; 290-296; 305-311 ; 
371-377;381-387 

Aspart:±c acid and asparaglne hydroxyla'bxon sites: 

amino acids 140-152 ; 177-189; 217-229; 258-270 
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FIGURE 319 

GCTGGGGACAT6AGAGGCACACCGAAGACCCACCTCCTGGCCTTCTCCCTCCTCTGCCTCCTC 
TCAAAGGTGCGTACCCAGCTGTGCCCGACACCATGTACCTGCCCCTGGCCACCTCCCCGATGC 
CCGCTGGGAGTACCCCTGGTGCTGGATGGCTGTGGCTGCTGCCGGGTATGTGCACGGCGGCTG 
GGGGAGCCCTGCGACCAACTCCACGTCTGCGACGCCAGCCAGGGCCTGGTCTGCCAGCCCGGG 
GCAGGACCCGGTGGCCGGGGGGCCCTGTGCCTCTTGGCAGAGGACGACAGCAGCTGTGAGGTG 
AACGGCCGCCTGTATCGGGAAGGGGAGACCTTCCAGCCCCACTGCAGCATCCGCTGCCGCTGC 
GAGGACGGCGGCTTCACCTGCGTGCCGCTGTGCAGCGAGGATGTGCGGCTGCCCAGCTGGGAC 
TGCCCCCACCCCAGGAGGGTCGAGGTCCTGGGCAAGTGCTGCCCTGAGTGGGTGTGCGGCCAA 
GGAGGGGGACTGGGGACCCAGCCCCTTCCAGCCCAAGGACCCCAGTTTTCTGGCCTTGTCTCT 
TCCCTGCCCCCTGGTGTCCCCTGCCCAGAATGGAGCACGGCCTGGGGACCCTGCTCGACCACC 
TGTGGGCTGGGCATGGCCACCCGGGTGTCCAACCAGAACCGCTTCTGCCGACTGGAGACCCAG 
CGCCGCCTGTGCCTGTCCAGGCCCTGCCCACCCTCCAGGGGTCGCAGTCCACAAAACAGTGCC 
TTCTAGAGCCGGGCTGGGAATGGGGACACGGTGTCCACCATCCCCAGCTGGTGGCCCTGTGCC 
TGGGCCCTGGGCTGATGGAAGATGGTCCGTGCCCAGGCCCTTGGCTGCAGGCAACACTTTAGC 
TTGGGTCCACCATGCAGAACACCAATATTT^CACGCTGCCTGGTCTGTCTGGATCCCGAGGTA 
TGGCAGAGGTGCAAGACCTAGTCCCCTTTCCTCTAACTCACTGCCTAGGAGGCTGGCCAAGGT 
GTCCAGGGTCCTCTAGCCCACTCCCTGCCTACACACACAGCCTATATCAAACATGCACACGGG 
CGAGCTTTCTCTCCGACTTCCCCTGGGCAAGAGATGGGACAAGCAGTCCCTTAATATTGAGGC 
TGCAGCAGGTGCTGGGCTGGACTGGCCATTTTTCTGGGGGTAGGATGAAGAGAAGGCACACAG 
AGATTCTGGATCTCCTGCTGCCTTTTCTGGAGTTTGTAAAATTGTTCCTGAATACAAGCCTAT 
GCGTGA 
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FIGURE 320 

MRGTPKTHLLAFSLLCLLSKVRTQLCPTPCTCPWPPPRCPLGVPLVLDGCGCCRVCARRLGEP 
CDQLHVCDASQGLVCQPGAGPGGRGALCLLAEDDSSCEVNGRLYREGETFQPHCSIRCRCEDG 
GFTCVPLCSEDVRLPSWDCPHPRRVEVLGKCCPEWVCGQGGGLGTQPLPAQGPQFSGLVSSLP 
PGVPCPEWSTAWGPCSTTCGLGMATRVSNQNRFCRLETQRRLCLSRPCPPSRGRSPQNSAF 

Iniportant; £ea1::ures : 

Signal sequence: 
Amino acids 1-23 

M-myrlstoylation sites: 

Amino acids 3-9; 4 9-55; 81-87 ; 85-91 ; 126-132 ; 164-170; 166-172 ; 
167-173; 183-18 9; 209-215 

Jnsulxn-llke growth factor binding proteins signature: 

Amino acids 4 9-65 

von Wlllebrand CI domain: 

Amino acids 107-124 

Thrombospondln 1 Homology Block: 

Amino acids 201-216 

IGF binding protein site: 

Amino acids 49-58 
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FIGURE 321 

AGAACCTCAGAAATGTGAGTTATTTGGGAATGGCTGTTTGTAAATGTCCTTACGTAAGCCAAG 
AGGAGGTCTTGACTTGGGGTCCCAGGGGTACCGCAGATCCCAGGGACTGGAGCAGCACTAGCA 
AGCTCTGGAGGATGAGCCAGGAGTCTGGAATTGAGGCTGAGCCAAAGACCCCAGGGCCGTCTC 
AGTCTCATAAAAGGGGATCAGGCAGGAGGAGTTTGGGAG7W\CCTGAGAAGGGCCTGATTTGC 
AGCATCATGATGGGCCTCTCCTTGGCCTCTGCTGTGCTCCTGGCCTCCCTCCTGAGTCTCCAC 
CTTGGAACTGCCACACGTGGGAGTGACATATCCAAGACCTGCTGCTTCCAATACAGCCACAAG 
CCCCTTCCCTGGACCTGGGTGCGAAGCTATGAATTCACCAGTAACAGCTGCTCCCAGCGGGCT 
GTGATATTCACTACCAAAAGAGGCAAGTUVAGTCTGTACCCATCCAAGGAAAAAATGGGTGCAA 
AAATACATTTCTTTACTGAAAACTCCGAAACAATTGTGACTCAGCTGAATTTTCATCCGAGGA 
CGCTTGGACCCCGCTCTTGGCTCTGCAGCCCTCTGGGGAGCCTGCGGAATCTTTTCTGAAGGC 
TACATGGACCCGCTGGGGAGGAGAGGGTGTTTCCTCCCAGAGTTACTTTAATAAAGGTTGTTC 
ATAGAGTTGAAiW^AAAAAAAAAZy^AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA^^ 
AAAAAAAAAAAAAAAAAAAAAAAAAAA 



BNSOOCID: <WO 014046eA2 I > 



wo 01/40466 



PCT/USOO/32678 



322/550 

FIGURE 322 

MMGLSLASAVLLASLLSLHLGTATRGSDISKTCCFQYSHKPLPWTWVRSYEFTSNSCSQRAVI 
FTTKRGKKVCTH PRKKW VQKY I SLLKT PKQL 

Xn^or^ant £eat:ures : 
Signal pep'blde: 

amino acids 1-23 

N-myr±st:oylat±on sites . 

amino acids 3-9, 26-32 

Amidatxon sl-te. 

amino acids 68-72 

Small cytokines (in-tecrine/chemoklne) . 

amino acids 23-88 
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FIGURE 323 

ACCGAGCCGAGCGGACCGAAGGCGCGCCCGAGATGCAGGTGAGCT^GAGGATGCTGGCGGGGGGCGTGAGGAGCA 
TGCCCAGCCCCCTCCTGGCCTGCTGGCAGCCCATCCTCCTGCTGGTGCTGGGCTCAGTGCTGTCAGGCTCGGCCA 
CGGGCTGCCCGCCCCGCTGCGAGTGCTCCGCCCAGGACCGCGCTGTGCTGTGCCACCGCAAGTGCTTTGTGGCAG 
TCCCCGAGGGCATCCCCACCGAGACGCGCCTGCTGGACCTAGGCAAGAACCGCATCAAAACGCTCAACCAGGACG 
AGTTCGCCAGCTTCCCGCACCTGGAGGAGCTGGAGCTCAACGAGAACATCGTGAGCGCCGTGGAGCCCGGCGCCT 
TCAACAACCTCTTCi\ACCTCCGGACGCTGGGTCTCCGCAGCAACCGCCTGAAGCTCATCCCGCTAGGCGTCTTCA 
CTGGCCTCAGCAACCTGACCAAGCAGGACATCAGCGAGAACAAGATCGTTATCCTACTGGACTACATGTTTCAGG 
ACCTGTACAACCTCAAGTCACTGGAGGTTGGCGACAATGACCTCGTCTACATCTCTCACCGCGCCTTCAGCGGCC 
TCAACAGCCTGGAGCAGCTGACGCTGGAGAAATGCAACCTGACCTCCATCCCCACCGAGGCGCTGTCCCACCTGC 
ACGGCCTCATCGTCCTGAGGCTCCGGCACCTCAACATCAATGCCATCCGGGACTACTCCTTCAAGAGGCTGTACC 
GACTCAAGGTCTTGGAGATCTCCCACTGGCCCTACTTGGACACCATGACACCCAACTGCCTCTACGGCCTCAACC 
TGACGTCCCTGTCCATCACACACTGCAATCTGACCGCTGTGCCCTACCTGGCCGTCCGCCACCTAGTCTATCTCC 
GCTTCCTCAACCTCTCCTACAACCCCATCAGCACCATTGAGGGCTCCATGTTGCATGAGCTGCTCCGGCTGCAGG 
AGATCCAGCTGGTGGGCGGGCAGCTGGCCGTGGTGGAGCCCTATGCCTTCCGCGGCCTCAACTACCTGCGCGTGC 
TCAATGTCTCTGGCAACCAGCTGACCACACTGGAGGAATCAGTCTTCCACTCGGTGGGCAACCTGGAGACACTCA 
TCCTGGACTCCAACCCGCTGGCCTGCGACTGTCGGCTCCTGTGGGTGTTCCGGCGCCGCTGGCGGCTCAACTTCA 
ACCGGCAGCAGCCCACGTGCGCCACGCCCGAGTTTGTCCAGGGCAAGGAGTTCAAGGACTTCCCTGATGTGCTAC 
TGCCCAACTACTTCACCTGCCGCCGCGCCCGCATCCGGGACCGCAAGGCCCAGCAGGTGTTTGTGGACGAGGGCC 
ACACGGTGCAGTTTGTGTGCCGGGCCGATGGCGACCCGCCGCCCGCCATCCTCTGGCTCTCACCCCGAAAGCACC 
TGGTCTCAGCCAAGAGCAATGGGCGGCTCACAGTCTTCCCTGATGGCACGCTGGAGGTGCGCTACGCCCAGGTAC 
AGGACAACGGCACGTACCTGTGCATCGCGGCCAACGCGGGCGGCAACGACTCCATGCCCGCCCACCTGCATGTGC 
GCAGCTACTCGCCCGACTGGCCCCATCAGCCCAACAAGACCTTCGCTTTCATCTCCAACCAGCCGGGCGAGGGAG 
AGGCCAACAGCACCCGCGCCACTGTGCCTTTCCCCTTCGACATCAAGACCCTCATCATCGCCACCACCATGGGCT 
TCATCTCTTTCCTGGGCGTCGTCCTCTTCTGCCTGGTGCTGCTGTTTCTCTGGAGCCGGGGCAAGGGCAACACAA 
AGCACAACATCGAGATCGAGTATGTGCCCCGAAAGTCGGACGCAGGCATCAGCTCCGCCGACGCGCCCCGCAAGT 
TCAACATGAAGATGATATGAGGCCGGGGCGGGGGGCAGGGACCCCCGGGCGGCCGGGCAGGGGAAGGGGCCTGGT 
CGCCACCTGCTCACTCTCCAGTCCTTCCCACCTCCTCCCTACCCTTCTACACACGTTCTCTTTCTCCCTCCCGCC 
TCCGTCCCCTGCTGCCCCCCGCCAGCCCTCACCACCTGCCCTCCTTCTACCAGGACCTCAGAAGCCCAGACCTGG 
GGACCCCACCTACACAGGGGCATTGACAGACTGGAGTTGAAAGCCGACGAACCGACACGCGGCAGAGTCAATAAT 
TCAATAAAAAAGTTACGAACTTTCTCTGTAACTTGGGTTTCAATAATTATGGATTTTTATGAAAACTTGAAATAA 
TAAAAAGAGAAAAAAACTAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 324 

MQVSKRMLAGGVRSMPSPLLACWQPILLLVLGSVLSGSATGCPPRCECSAQDRAVLCHRKCFVAVPEGIPTETRL 
LDLGKNRIKTLNQDEFASFPHLEELELNENIVSAVEPGAFNNLFNLRTLGLRSNRLKLIPLGVFTGLSNLTKQDI 
SENKIVILLDYMFQDLYNLKSLEVGDNDLVYISHRAFSGLNSLEQLTLEKCNLTSIPTEALSHLHGLIVLRLRHL 
NINAIRDYSFKRLYRLKVLEISHWPYLDTMTPNCLYGLNLTSLSITHCNLTAVPYLAVRHLVYLRFLNLSYNPIS 
TIEGSMLHELLRLQEIQLVGGQLAVVEPYAFRGLNYLRVLNVSGNQLTTLEESVFHSVGNLETLILDSNPLACDC 
RLLWVFRRRWRLNFNRQQPTCATPEFVQGKEFKDFPDVLLPNYFTCRRARIRDRECAQQVFVDEGHTVQFVCRADG 
DPPPAILWLSPRKHLVSAKSNGRLTVFPDGTLEVRYAQVQDNGTYLCIAANAGGNDSMPAHLHVRSYSPDWPHQP 
NKTFAFISNQPGEGEANSTRATVPFPFDIKTLIIATTMGFISFLGVVLFCLVLLFLWSRGKGNTKHNIEIEYVPR 
KSDAGISSADAPRKFNMKMI 

Important: f ea'tures : 
Signal sequence: 

amino acids 1-41 

Transmembrane domain: 

amino acids 556-578 

N-glycosylatlon site. 

amino acids 144-148, 202-206, 264-268, 274-278, 293-297, 341-345, 492-496, 
505-509, 526-530, 542-546 

Casein kinase II phosphorylation site. 

amino acids 49-53, 108-112, 146-150, 300-304, 348-352, 349-353, 607-611 

Tyrosine kinase phosphorylation site. 

amino acids 590-598 

N-myrlstoylatlon site. 

amino acids 10-16, 32-38, 37-43, 113-119, 125-131, 137-143, 262-268, 320-326, 
344-350, 359-365, 493-499, 503-509, 605-611 

Prokaryotlc membrane lipoprotein lipid attachment site. 

amino acids 32-4 3 
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FIGURE 325 

CCCACGCGTCCGCCCACGCGTCCGAGGGACAAGAGAGAAGAGAGACTGAAACAGGGAGAAGAG 
GCAGGAGAGGAGGAGGTGGGGAGAGCACGAAGCTGGAGGCCGACACTGAGGGAGGGCGGGAGG 
AGGTGAAGAAGGAGAGAGGGGAGAAGAGGCAGGAGCTGGAAAGGAGAGAGGGAGGAGGAGGAG 
GAGATGCGGGATGGAGACCTGGAGTTAGGTGGCTTGGGAGAGCTTAATGAAAAGAGAACGGAG 
AGGAGGTGTGGGTTAGGAACCAAGAGGTAGCCCTGTGGGCAGCAGAAGGCTGAGAGGAGTAGG 
AAGATCAGGAGCTAGAGGGAGACTGGAGGGTTCCGGGAAAAGAGCAGAGGAAAGAGGAAAGAC 
ACAGAGAGACGGGAGAGAGAAGAAGAGTGGGTTTGAAGGGCGGATCTCAGTCCCTGGCTGCTT 
TGGCATTTGGGGAACTGGGACTCCCTGTGGGGAGGAGAGGAAAGCTGGAAGTCCTGGAGGGAC 
AGGGTCCCAGAAGGAGGGGACAGAGGAGCTGAGAGAGGGGGGCAGGGCGTTGGGCAGGGGTCC 
CTCGGAGGCCTCCTGGGG^ESGGGGCTGCAGCTCGTCTGAGCGCCCCTCGAGCGCTGGTACTC 
TGGGCTGCACTGGGGGCAGCAGCTCACATCGGACCAGCACCTGACCCCGAGGACTGGTGGAGC 
TACAAGGATAATCTCCAGGGAAACTTCGTGCCAGGGCCTCCTTTCTGGGGCCTGGTGAATGCA 
GCGTGGAGTCTGTGTGCTGTGGGGAAGCGGCAGAGCCCCGTGGATGTGGAGCTGAAGAGGGTT 
CTTTATGACCCCTTTCTGCCCCCATTAAGGCTCAGCACTGGAGGAGAGAAGCTCCGGGGAACC 
TTGTACAACACCGGCCGACATGTCTCCTTCCTGCCTGCACCCCGACCTGTGGTCAATGTGTCT 
GGAGGTCCCCTCCTTTACAGCCACCGACTCAGTGAACTGCGGCTGCTGTTTGGAGCTCGCGAC 
GGAGCCGGCTCGGAACATCAGATCAACCACCAGGGCTTCTCTGCTGAGGTGCAGCTCATTCAC 
TTCAACCAGGAACTCTACGGGAATTTCAGCGCTGCCTCCCGCGGCCCCAATGGCCTGGCCATT 
CTCAGCCTCTTTGTCAACGTTGCCAGTACCTCTAACCCATTCCTCAGTCGCCTCCTTAACCGC 
GACACCATCACTCGCATCTCCTACAAGAATGATGCCTACTTTCTTCAAGACCTGAGCCTGGAG 
CTCCTGTTCCCTGAATCCTTCGGCTTCATCACCTATCAGGGCTCTCTCAGCACCCCGCCCTGC 
TCCGAGACTGTCACCTGGATCCTCATTGACCGGGCCCTCAATATCACCTCCCTTCAGATGCAC 
TCCCTGAGACTCCTGAGCCAGAATCCTCCATCTCAGATCTTCCAGAGCCTCAGCGGTAACAGC 
CGGCCCCTGCAGCCCTTGGCCCACAGGGCACTGAGGGGCAACAGGGACCCCCGGCACCCCGAG 
AGGCGCTGCCGAGGCCCCAACTACCGCCTGCATGTGGATGGTGTCCCCCATGGTCGC2GAGAC 
TCCCCTTCGAGGATTGCACCCGCCCGTCCTAAGCCTCCCCACAAGGCGAGGGGAGTTACCCCT 
AAAACAAAGCTATTAAAGGGACAGAAT-ACTTA 
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FIGURE 326 

MGAAARLSAPRALVLWAALGAAAHIGPAPDPEDWWSYKDNLQGNFVPGPPFWGLVNAAWSLCA 
VGKRQSPVDVELKRVLYDPFLPPLRLSTGGEKLRGTLYNTGRHVSFLPAPRPVVNVSGGPLLY 
SHRLSELRLLFGARDGAGSEHQINHQGFSAEVQLIHFiSIQELYGNFSAASRGPNGLAILSLFVN 
VASTSNPFLSRLLNRDTITRISYKNDAYFLQDLSLELLFPESFGFITYQGSLSTPPCSETVTW 
ILIDRALNITSLQMHSLRLLSQNPPSQIFQSLSGNSRPLQPLAHRALRGNRDPRHPERRCRGP 
NYRLHVDGVPHGR 

Xniportiant: features : 
Signal pep'bide: 

T^ino acids 1-23 

Transmembrane domaxn: 

Amino acids 177-199 

N-glycosylation s±t:es: 

- Amino acids 118-122 ; 170-174 ; 260-264 

EukarYo1:i.c-type carbonic anhydrases proteins : 

Amino acids 222-271; 128-165; 45-93 
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FIGURE 327 

GGACTAATCTGTGGGAGCAGTTTATTCCAGTATCACCCAGGGTGCAGCCACACCAGGACTGTGTTGAAGGGTGTT 
TTTTTTCTTTTAAATGTAATACCTCCTCATCTTTTCTTCTTACACAGTGTCTGAGAACATTTACATTATAGATAA 
GTAGTACATGGTGGATAACTTCTACTTTTAGGAGGACTACTCTCTTCTGACAGTCCTAGACTGGTCTTCTACACT 
AAGACACCATCAAGGAGTATGTGCTCCTATTATTCCTGGCTTTGTGCTCTGCCAAACCCTTCTTTAGCCCTTCAC 
ACATCGCACTGAAGAATATGATGCTGAAGGATATGGAAGACACAGATGATGATGATGATGATGATGATGATGATG 
ATGATGATGAGGACAACTCTCTTTTTCCAACAAGAGAGCCAAGAAGCCATTTTTTTCCATTTGATCTGTTTCCAA 
TGTGTCCATTTGGATGTCAGTGCTATTCACGAGTTGTACATTGCTCAGATTTAGGTTTGACCTCAGTCCCAACCA 
ACATTCCATTTGATACTCGTVATGCTTGATCTTCATVAACAATAAAATTAAGGAAATCAAAGAAAATGATTTTAAAG 
GACTCACTTCACTTTATGGTCTGATCCTGAACAACAACAAGCTAACGAAGATTCACCCAAAAGCCTTTCTAACCA 
CAAAGAAGTTGCGAAGGCTGTATCTGTCCCACAATCAACTAAGTGAAATACCACTTAATCTTCCCAAATCATTAG 
CAGAACTCAGAATTCATGAAAATAAAGTTAAGAAAATACAAAAGGACACATTCAAAGGAATGAATGCTTTACACG 
TTTTGGAAATGAGTGCAAACCCTCTTGATAATAATGGGATAGAGCCAGGGGCATTTGAAGGGGTGACGGTGTTCC 
ATATCAGAATTGCAGAAGCAAAACTGACCTCAGTTCCTAAAGGCTTACCACCAACTTTATTGGAGCTTCACTTAG 
ATTATAATAAAATTTCAACAGTGGAACTTGAGGATTTTAAACGATACAAAGAACTACAAAGGCTGGGCCTAGGAA 
ACAACAAAATCACAGATATCGAAAATGGGAGTCTTGCTAACATACCACGTGTGAGAGAAATACATTTGGAAAACA 
ATAAACTAAAAAAAATCCCTTCAGGATTACCAGAGTTGAAATACCTCCAGATAATCTTCCTTCATTCTAATTCAA 
TTGCAAGAGTGGGAGTAAATGACTTCTGTCCAACAGTGCCAAAGATGAAGAAATCTTTATACAGTGCAATAAGTT 
TATTCAACAACCCGGTGAAATACTGGGAAATGCAACCTGCAACATTTCGTTGTGTTTTGAGCAGAATGAGTGTTC 
AGCTTGGGAACTTTGGAATGTAATAATTAGTAATTGGTAATGTCCATTTAATATAAGATTCAAAAATCCCTACAT 
TTGGAATACTTGAACTCTATTAAT-AATGGTAGTATTATATATACAAGCAAATATCTATTCTCAAGTGGTAAGTCC 
ACTGACTTATTTTATGACAAGAAATTTCAACGGAATTTTGCCAAACTATTGATACATAAGGGGTTGAGAGAAACA 
AGCATCTATTGCAGTTTCCTTTTTGCGTACAAATGATCTTACATAAATCTCATGCTTGACCATTCCTTTCTTCAT 
AACAAAAAAGTAAGATATTCGGTATTTAACACTTTGTTATCAAGCACATTTTAAAAAGAACTGTACTGTAAATGG 
AATGCTTGACTTAGCAAAATTTGTGCTCTTTCATTTGCTGTTAGTUVAAACAGAATTTUVCAAAGACAGTAATGTGA 
AGAGTGCATTACACTATTCTTATTCTTTAGTAACTTGGGTAGTACTGTAATATTTTTAATCATCTTAAAGTATGA 
TTTGATATAATCTTATTGAAATTACCTTATCATGTCTTAGAGCCCGTCTTTATGTTTAAAACTAATTTCTTAAAA 
TAAAGCCTTCAGTAAATGTTCATTACCAACTTGATAAATGCTACTCATAAGAGCTGGTTTGGGGCTATAGCATAT 
GCTTTTTTTTTTTTAATTATTACCTGATTTAAAAATCTCTGTAAAAACGTGTAGTGTTTCATAAAATCTGTAACT 
CGCATTTTAATGATCCGCTATTATAAGCTTTTAATAGCATGAT^AATTGTTAGGCTATATAACATTGCCACTTCAA 
CTCTAAGGAATATTTTTGAGATATCCCTTTGGAAGACCTTGCTTGGAAGAGCCTGGACACTAACAATTCTACACC 
AAATTGTCTCTTCAAATACGTATGGACTGGATAACTCTGAGAAACACATCTAGTATAACTGAATAAGCAGAGCAT 
CAAATTAAACAGACAGAAACCGAAAGCTCTATATAAATGCTCAGAGTTCTTTATGTATTTCTTATTGGCATTCAA 
CATATGTAAAATCAGAAAACAGGGAAATTTTCATTAAAAATATTGGTTTGAAAT 
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FIGURE 328 

MKEYVLLLFLALCSAKPFFSPSHIALKNMMLKDMEDTDDDDDDDDDDDDDEDNSLFPTREPRS 
HFFPFDLFPMCPFGCQCYSRVVHCSDLGLTSVPTNIPFDTRMLDLQNNKIKEIKENDFKGLTS 
LYGLILNNNKLTKIHPKAFLTTKKLRRLYLSHNQLSEIPLNLPKSLAELRIHENKVKKIQKDT 
FKGMNALHVLEMSANPLDNNGIEPGAFEGVTVFHIRIAEAKLTSVPKGLPPTLLELHLDYNKI 
STVELEDFKRYKELQRLGLGNNKITDIENGSLANIPRVREIHLENNKLKKIPSGLPELKYLQI 
IFLHSNSIARVGVNDFCPTVPKMKKSLYSAISLFNNPVKYWEMQPATFRCVLSRMSVQLGNFGM 

Inpor^ani: f eat:ures : 
Signal sequence . 

amino acids 1-15 

N-glycosylat:ion site . 

amino acids 281-28 5 

N-2nyrxs1:oyla'tion sit:es. 

amino acids 129-135, 210-216, 214-220, 237-243, 270-276, 282-288 

Leucine zipper paii-beirn. 

amino acids 154-176 
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FIGURE 329 

GGGGTCTCCCTCAGGGCCGGGAGGCACAGCGGTCCCTGCTTGCTGAAGGGCTGGATGTACGCA 
TCCGCAGGTTCCCGCGGACTTGGGGGCGCCCGCTGAGCCCCGGCGCCCGCAGAAGACTTGTGT 
TTGCCTCCTGCAGCCTCAACCCGGAGGGCAGCGAGGGCCTACCACCATGATCACTGGTGTGTT 
CAGCATGCGCTTGTGGACCCCAGTGGGCGTCCTGACCTCGCTGGCGTACTGCCTGCACCAGCG 
GCGGGTGGCCCTGGCCGAGCTGCAGGAGGCCGATGGCCAGTGTCCGGTCGACCGCAGCCTGCT 
GAAGTTGAAAATGGTGCAGGTCGTGTTTCGACACGGGGCTCGGAGTCCTCTCAAGCCGCTCCC 
GCTGGAGGAGCAGGTAGAGTGGAACCCCCAGCTATTAGAGGTCCCACCCCAAACTCAGTTTGA 
TTACACAGTCACCAATCTAGCTGGTGGTCCGAAACCATATTCTCCTTACGACTCTCAATACCA 
TGAGACCACCCTGAAGGGGGGCATGTTTGCTGGGCAGCTGACCAAGGTGGGCATGCAGCAAAT 
GTTTGCCTTGGGAGAGAGACTGAGGAAGAACTATGTGGAAGACATTCCCTTTCTTTCACCAAC 
CTTCAACCCACAGGAGGTCTTTATTCGTTCCACTAACATTTTTCGGAATCTGGAGTCCACCCG 
TTGTTTGCTGGCTGGGCTTTTCCAGTGTCAGAAAGAAGGACCCATCATCATCCACACTGATGA 
AGCAGATTCAGAAGTCTTGTATCCCAACTACCAAAGCTGCTGGAGCCTGAGGCAGAGAACCAG 
AGGCCGGAGGCAGACTGCCTCTTTACAGCCAGGAATCTCAGAGGATTTGAAAAAGGTGAAGGA 
CAGGATGGGCATTGACAGTAGTGATAAAGTGGACTTCTTCATCCTCCTGGACAACGTGGCTGC 
^ CGAGCAGGCACACAACCTCCCAAGCTGCCCCATGCTGAAGAGATTTGCACGGATGATCGAACA 
GAGAGCTGTGGACACATCCTTGTACATACTGCCCAAGGAAGACAGGGAAAGTCTTCAGATGGC 
AGTAGGCCCATTCCTCCACATCCTAGAGAGCAACCTGCTGAAAGCCATGGACTCTGCCACTGC 
CCCCGACAAGATCAGAAAGCTGTATCTCTATGCGGCTCATGATGTGACCTTCATACCGCTCTT 
AATGACCCTGGGGATTTTTGACCACAAATGGCCACCGTTTGCTGTTGACCTGACCATGGAACT 
TTACCAGCACCTGGAATCTAAGGAGTGGTTTGTGCAGCTCTATTACCACGGGAAGGAGCAGGT 
GCCGAGAGGTTGCCCTGATGGGCTCTGCCCGCTGGACATGTTCTTGAATGCCATGTCAGTTTA 
TACCTTAAGCCCAGA7\AAATACCATGCACTCTGCTCTCAAACTCAGGTGATGGAAGTTGGAAA 
TGAAGAGTAACTGATTTATAAAAGCAGGATGTGTTGATTTTAAAATAAAGTGCCTTTATACAATG 
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FIGURE 330 

MITGVFSMRLWTPVGVLTSLAYCLHQRRVALAELQEADGQCPVDRSLLKLKMVQVVFRHGARSPLKPLPLEEQVE 
WNPQLLEVPPQTQFDYTVTNLAGGPKPYSPYDSQYHETTLKGGMFAGQLTKVGMQQMFALGERLRKNYVEDIPFL 
SPTFNPQEVFIRSTNIFRNLESTRCLLAGLFQCQKEGPIIIHTDEADSEVLYPNYQSCWSLRQRTRGRRQTASLQ 
PGISEDLKKVKDRMGIDSSDKVDFFILLDNVAAEQAHNLPSCPMLKRFARMIEQRAVDTSLYILPKEDRESLQMA 
VGPFLHILESNLLKAMDSATAPDKIRKLYLYAAHDVTFIPLLMTLGIFDHKWPPFAVDLTMELYQHLESKEWFVQ 
LYYHGKEQVPRGCPDGLCPLDMFLNAMSVYTLSPEKYHALCSQTQVMEVGNEE 

Xiiipoz'1:ant: features : 
Signal sequence : 
amino acids 1-23 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 218-222 

Casein kinase IX phosphorylation site. 

amino acids 87-91, 104-108, 320-324 

Tyrosine kinase phosphorylation site. 

amino acids 280-288 

N-myristoylation site. 

amino acids 15-21, 117-123, 118-124, 179-185, 240-246, 387-393 

Amldatlon site. 

amino acids 216-220 

lieuclne zipper pattern. 

amino acids 10-32 

Hlstldlne acid phosphatases phosphohistldlne signature. 

amino acids 50-65 
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FIGURE 331 

CGAGGGCTTTTCCGGCTCCGGAATGGCACATGTGGGAATCCCAGTCTTGTTGGCTACAACATTTTTCCCTTTCCT 
AACAAGTTCTAACAGCTGTTCTAACAGCTAGTGATCAGGGGTTCTTCTTGCTGGAGAAGAAAGGGCTGAGGGCAG 
AGCAGGGCACTCTCACTCAGGGTGACCAGCTCCTTGCCTCTCTGTGGATAACAGAGCATGAG/^AAGTGAAGAGAT 
GCAGCGGAGTGAGGTGATGGAAGTCTAAAATAGGAAGGAATTTTGTGTGCAATATCAGACTCTGGGAGCAGTTGA 
CCTGGAGAGCCTGGGGGAGGGCCTGCCTAACAAGCTTTCAAAAAACAGGAGCGACTTCCACTGGGCTGGGATAAG 
ACGTGCCGGTAGGATAGGGAAGACTGGGTTTAGTCCTAATATCAAATTGACTGGCTGGGTGAACTTCAACAGCCT 
TTTAACCTCTCTGGGAGATGAAAACGATGGCTTAAGGGGCCAGAAATAGAGATGCTTTGTAAAATAAAATTTTAA 
AAAAAGCAAGTATTTTATAGCATAAAGGCTAGAGACCAAAATAGATAACAGGATTCCCTGAACATTCCTAAGAGG 
GAGAAAGTATGTTAAAAATAGAAAAACCAJ^AJ^TGCAGAAGGAGGAGACTCACAGAGCTAJ^^^^ 

CTGGGTCAGGCCAGCCTCTTTGCTCCTCCCGGAAATTATTTTTGGTCTGACCACTCTGCCTTGTGTTTTGCAGAA 
TCATGTGAGGGCCAACCGGGGAAGGTGGAGCAGATGAGCACACACAGGAGCCGTCTCCTCACCGCCGCCCCTCTC 
AGCATGGAACAGAGGCAGCCCTGGCCCCGGGCCCTGGAGGTGGACAGCCGCTCTGTGGTCCTGCTCTCAGTGGTC 
TGGGTGCTGCTGGCCCCCCCAGCAGCCGGCATGCCTCAGTTCAGCACCTTCCACTCTGAGAATCGTGACTGGACC 
TTCAACCACTTGACCGTCCACCAAGGGACGGGGGCCGTCTATGTGGGGGCCATCAACCGGGTCTAT7VAGCTGACA 
GGCAACCTGACCATCCAGGTGGCTCATAAGACAGGGCCAGAAGAGGACAACAAGTCTCGTTACCCGCCCCTCATC 
GTGCAGCCCTGCAGCGAAGTGCTCACCCTCACCAACAATGTCAACAAGCTGCTCATCATTGACTACTCTGAGAAC 
CGCCTGCTGGCCTGTGGGAGCCTCTACCAGGGGGTCTGCAAGCTGCTGCGGCTGGATGACCTCTTCATCCTGGTG 
GAGCCATCCCACAAGAAGGAGCACTACCTGTCCAGTGTCAACT^GACGGGCACCATGTACGGGGTGATTGTGCGC 
TCTGAGGGTGAGGATGGCAAGCTCTTCATCGGCACGGCTGTGGATGGGAAGCAGGATTACTTCCCGACCCTGTCC 
AGCCGGAAGCTGCCCCGAGACCCTGAGTCCTCAGCCATGCTCGACTATGAGCTACACAGCGATTTTGTCTCCTCT 
CTCATCAAGATCCCTTCAGACACCCTGGCCCTGGTCTCCCACTTTGACATCTTCTACATCTACGGCTTTGCTAGT 
GGGGGCTTTGTCTACTTTCTCACTGTCCAGCCCGAGACCCCTGAGGGTGTGGCCATCAACTCCGCTGGAGACCTC 
TTCTACACCTCACGCATCGTGCGGCTCTGCAAGGATGACCCCAAGTTCCACTCATACGTGTCCCTGCCCTTCGGC 
TGCACCCGGGCCGGGGTGGAATACCGCCTCCTGCAGGCTGCTTACCTGGCCAAGCCTGGGGACTCACTGGCCCAG 
GCCTTCAATATCACCAGCCAGGACGATGTACTCTTTGCCATCTTCTCCAAAGGGCAGAAGCAGTATCACCACCCG 
CCCGATGACTCTGCCCTGTGTGCCTTCCCTATCCGGGCCATCAACTTGCAGATCAAGGAGCGCCTGCAGTCCTGC 
TACCAGGGCGAGGGCAACCTGGAGCTCAACTGGCTGCTGGGGAAGGACGTCCAGTGCACGAAGGCGCCTGTCCCC 
ATCGATGATAACTTCTGTGGACTGGACATCAACCAGCCCCTGGGAGGCTCAACTCCAGTGGAGGGCCTGACCCTG 
TACACCACCAGCAGGGACCGCATGACCTCTGTGGCCTCCTACGTTTACAACGGCTACAGCGTGGTTTTTGTGGGG 
ACTAAGAGTGGCAAGCTGAAAAAGGTAAGAGTCTATGAGTTCAGATGCTCCAATGCCATTCACCTCCTCAGCAAA 
GAGTCCCTCTTGGAAGGTAGCTATTGGTGGAGATTTAACTATAGGCAACTTTATTTTCTTGGGG7UVCAAAGGTGA 
AATGGGGAGGTAAGAAGGGGTTAATTTTGTGACTTAGCTTCTAGCTACTTCCTCCAGCCATCAGTCATTGGGTAT 
GTAAGGAATGCAAGCGTATTTCAATATTTCCCAAACTTT7VAGAAAAAACTTTAAGAAGGTACATCTGCAAAAGCAAA 
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FIGURE 332 

MGTLGQASLFAPPGNYFWSDHSALCFAESCEGQPGKVEQMSTHRSRLLTAAPLSiyiEQRQPWPR 
ALEVDSRSVVLLSWWVLLAPPAAGMPQFSTFHSENRDWTFNHLTVHQGTGAVYVGAINRVYK 
LTGNLTIQVAHKTGPEEDNKSRYPPLIVQPCSEVLTLTNNVNKLLIIDYSENRLLACGSLYQG 
VCKLLRLDDLFILVEPSHKKEHYLSSVNKTGTMYGVIVRSEGEDGKLFIGTAVDGKQDYFPTL 
SSRKLPRDPESSAMLDYELHSDFVSSLIKIPSDTLALVSHFDIFYIYGFASGGFVYFLTVQPE 
TPEGVAINSAGDLFYTSRIVRLCKDDPKFHSYVSLPFGCTRAGVEYRLLQAAYLAKPGDSLAQ 
AFNITSQDDVLFAIFSKGQKQYHHPPDDSALCAFPIRAINLQIKERLQSCYQGEGNLELNWLL 
GKDVQCTKAPVPIDDNFCGLDINQPLGGSTPVEGLTLYTTSRDRMTSVASYVYNGYSVVFVGT 
KSGKLKKVRVYEFRCSNAIHLLSKESLLEGSYWWRFNYRQLYFLGEQR 

Xmport:an't f eat:ures : 
Signal sequence : 

amino acids 1-32 

Treuismembrane domaxn: 

amino acids 71-87 

N-glycosyla^lon site . 

amino acids 130-134, 145-149, 217-221, 381-385 
Casein kinase II phosphoryla'tlon sl1:e. 

amino acids 139-143, 229-233, 240-244, 291-295, 324-328, 383-387, 
384-388, 471-475, 481-485, 530-534 

N-myrls'boyla'blon slt:e . 

amino acids 220-226, 319-325, 353-359, 460-466, 503-509 
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FIGURE 333 

GCTGAGTCTGCTGCTCCTGCTGCTGCTGCTCCAGCCTGTAACCTGTGCCTACACCACGCCAGG 
CCCCCCCAGAGCCCTCACCACGCTGGGCGCCCCCAGAGCCCACACCMGCCGGGCACCTACGC 
TCCCTCGACCACACTCAGTAGTCCCAGCACCCAGGGCCTGCAAGAGCAGGCACGGGCCCTGAT 
GCGGGACTTCCCGCTCGTGGACGGCCACAACGACCTGCCCCTGGTCCTT^GGCAGGTTTACCA 
GAAAGGGCTACAGGATGTTAACCTGCGCAATTTCAGCTACGGCCAGACCAGCCTGGACAGGCT 
TAGAGATGGCCTCGTGGGCGCCCAGTTCTGGTCAGCCTATGTGCCATGCCAGACCCAGGACCG 
GGATGCCCTGCGCCTCACCCTGGAGCAGATTGACCTCATACGCCGCATGTGTGCCTCCTATTC 
TGAGCTGGAGCTTGTGACCTCGGCTT^AAGCTCTGAACGACACTCAGAAATTGGCCTGCCTCAT 
CGGTGTAGAGGGTGGCCACTCGCTGGACAATAGCCTCTCCATCTTACGTACCTTCTACATGCT 
GGGAGTGCGCTACCTGACGCTCACCCACACCTGCAACACACCCTGGGCAGAGAGCTCCGCTAA 
GGGCGTCCACTCCTTCTACAACAACATCAGCGGGCTGACTGACTTTGGTGAGAAGGTGGTGGC 
AGAAATGAACCGCCTGGGCATGATGGTAGACTTATCCCATGTCTCAGATGCTGTGGCACGGCG 
GGCCCTGGAAGTGTCACAGGCACCTGTGATCTTCTCCCACTCGGCTGCCCGGGGTGTGTGCAA 
CAGTGCTCGGAATGTTCCTGATGACATCCTGCAGCTTCTGAAGAAGAACGGTGGCGTCGTGAT 
GGTGTCTTTGTCCATGGGAGTAATACAGTGCAACCCATCAGCCAATGTGTCCACTGTGGCAGA 
TCACTTCGACCACATCAAGGCTGTCATTGGATCC7\AGTTCATCGGGATTGGTGGAGATTATGA 
TGGGGCCGGCAAATTCCCTCAGGGGCTGGAAGACGTGTCCACATACCCGGTCCTGATAGAGGA 
GTTGCTGAGTCGTGGCTGGAGTGAGGAAGAGCTTCAGGGTGTCCTTCGTGGAAACCTGCTGCG 
GGTCTTCAGACAAGTGGAAAAGGTACAGGAAGAAAACAAATGGCAAAGCCCCTTGGAGGACAA 
GTTCCCGGATGAGCAGCTGAGCAGTTCCTGCCACTCCGACCTCTCACGTCTGCGTCAGAGACA 
GAGTCTGACTTCAGGCCAGGAACTCACTGAGATTCCCATACACTGGACAGCCAAGTTACCAGC 
CAAGTGGTCAGTCTCAGAGTCCTCCCCCCACATGGCCCCAGTCGTTGCAGTTGTGGCCACCTT 
CCCAGTCCTTATTCTGTGGCTCTGATGACCCAGTTAGTCCTGCCAGATGTCACTGTAGCAAGC 
CACAGACACCCCACAAAGTTCCCCTGTTGTGCAGGCACAAATATTTCCTGAAATAAATGTTTT 
GGACATAG 
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FIGURE 334 

MPGTYAPSTTLSSPSTQGLQEQARALMRDFPLVDGHNDLPLVLRQVYQKGLQDVNLRNFSYGQ 
TSLDRLRDGLVGAQFWSAYVPCQTQDRDALRLTLEQIDLIRRMCASYSELELVTSAKALNDTQ 
KLACLIGVEGGHSLDNSLSILRTFYMLGVRYLTLTHTCNTPWAESSAKGVHSFYNNISGLTDF 
GEKWAEMNRLGMMVDLSHVSDAVARRALEVSQAPVIFSHSAARGVCNSARNVPDDILQLLKK 
NGGWMVSLSMGVIQCNPSANVSTVADHFDHIKAVIGSKFIGIGGDYDGAGKFPQGLEDVSTY 
PVLIEELLSRGWSEEELQGVLRGNLLRVFRQVEKVQEENKWQSPLEDKFPDEQLSSSCHSDLS 
RLRQRQSLTSGQELTEIPIHWTAKLPAKWSVSESSPHMAPVLAVVATFPVLILWL 

Imporfcaxi'b fea'tures: 
N-glycosyla'fcion sx'bes . 

amino acids 58-62, 123-127, 182-186, 273-277 
N-myris'boyla'bi.on sites . 

amino acids 72-78, 133-139, 234-240, 264-270, 334-340, 389-395 

Renal dipeptidase active site. 

amino acids 134-157 
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FIGURE 335 

CCCAGAAGTTCAAGGGCCCCCGGCCTCCTGCGCTCCTGCCGCCGGGACCCTCGACCTCCTCAG 
AGCAGCCGGCTGCCGCCCCGGGAAGATGGCGAGGAGGAGCCGCCACCGCCTCCTCCTGCTGCT 
GCTGCGCTACCTGGTGGTCGCCCTGGGCTATCATAAGGCCTATGGGTTTTCTGCCCCAAAAGA 
CCAACAAGTAGTCACAGCAGTAGAGTACCAAGAGGCTATTTTAGCCTGCAATVACCCCAAAGAA 
GACTGTTTCCTCCAGATTAGAGTGGAAGA7\ACTGGGTCGGAGTGTCTCCTTTGTCTACTATCA 
ACAGACTCTTCAAGGTGATTTTAAAAATCGAGCTGAGATGATAGATTTCAATATCCGGATCAA 
AAATGTGACAAGAAGTGATGCGGGGAAATATCGTTGTGAAGTTAGTGCCCCATCTGAGCAAGG 
CCAAAACCTGGAAGAGGATACAGTCACTCTGGAAGTATTAGTGGCTCCAGCAGTTCCATCATG 
TGAAGTACCCTCTTCTGCTCTGAGTGGAACTGTGGTAGAGCTACGATGTCAAGACAAAGT^GG 
GAATCCAGCTCCTG7^TACACATGGTTTAAGGATGGCATCCGTTTGCTAGA7\AATCCCAGAC.T 
TGGCTCCCAAAGCACCAACAGCTCATACACAATGAATACAAAAACTGGAACTCTGCAATTT7\A 
TACTGTTTCCAAACTGGACACTGGAGAATATTCCTGTGAAGCCCGCAATTCTGTTGGATATCG 
CAGGTGTCCTGGGAAACGAATGCAAGTAGATGATCTCAACATAAGTGGCATCATAGCAGCCGT 
AGTAGTTGTGGCCTTAGTGATTTCCGTTTGTGGCCTTGGTGTATGCTATGCTCAGAGGAAAGG 
CTACTTTTCAAAAGAAACCTCCTTCCAGAAGAGTAATTCTTCATCTAAAGCCACGACAATGAG 
TGA7\AATGTGCAGTGGCTCACGCCTGTAATCCCAGCACTTTGGAAGGCCGCGGCGGGCGGATC 
ACGAGGTCAGGAGTTC3CAGACCAGTCTGGCCAATATGGTGAAACCCCATCTCTACTAAAATAC 
AAAAATTAGCTGGGCATGGTGGCATGTGCCTGCAGTTCCAGCTGCTTGGGAGACAGGAGAATC 
ACTTGAACCCGGGAGGCGGAGGTTGCAGTGAGCTGAGATCACGCCACTGCAGTCCAGCCTGGG 
TAACAGAGCAAGATTCCATCTCAAAAAATAAAATAAATA/y^TAAATAAATACTGGTTTTTACC 
TGTAGAATTCTTACAATAAATATAGCTTGATATTC 



BNSDOCID: <WO 0140466A2 I > 



wo 01/40466 



PCT/USOO/32678 



336/550 

FIGURE 336 

MARRSRHRLLLLLLRYLVVALGYHKAYGFSAPKDQQVVTAVEYQEAILACKTPKKTVSSRLEW 
KKLGRSVSFVYYQQTLQGDFKNRAEMIDFNIRIKNVTRSDAGKYRCEVSAPSEQGQNLEEDTV 
TLEVLVAPAVPSCEVPSSALSGTVVELRCQDKEGNPAPEYTWFKDGIRLLENPRLGSQSTNSS 
YTMNTKTGTLQFNTVSKLDTGEYSCEARNSVGYRRCPGKRMQVDDLNISGIIAAVVVVALVIS 
VCGLG VC YAQRKG Y FS KET S FQKSN S S S KATTMS EN VQWLT P V I PALW KAAAGGSRGQE F 

lmport:an't f ea-tures : 
Signal peptide: 

amino acids 1-20 

Transmembrane domain : 

amino acids 130-144, 238-258' 

N-glycosylat;lon sli:e. 

amino acids 98-102, 187-191, 236-240, 277-281 
Casein kinase II phospliorylatlon slt:e. 

amino acids 39-43, .59-63, 100-104, 149-153, 205-209, 284-288 
N-myrls'toylai:lon slt:e. 

amino acids 182-188, 239-245, 255-261, 257-263, 305-311 

Amlda1:lon site . 

amino acids 226-230 
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FIGURE 337 

GGAGCCGCCCTGGGTGTCAGCGGCTCGGCTCCCGCGCACGCTCCGGCCGTCGCGCAGCCTCGG 

CACCTGCAGGTCCGTGCGTCCCGCGGCTGGCGCCCCTGACTCCGTCCCGGCCAGGGAGGGCCA 

TGATTTCCCTCCCGGGGCCCCTGGTGACCAACTTGCTGCGGTTTTTGTTCCTGGGGCTGAGTG 

CCCTCGCGCCCCCCTCGCGGGCCCAGCTGCAACTGCACTTGCCCGCCAACCGGTTGCAGGCGG 

TGGAGGGAGGGGAAGTGGTGCTTCCAGCGTGGTACACCTTGCACGGGGAGGTGTCTTCATCCC 

AGCCATGGGAGGTGCCCTTTGTGATGTGGTTCTTCAAACAGAAAGAAAAGGAGGATCAGGTGT 

TGTCCTACATCAATGGGGTCACAACAAGCAAACCTGGAGTATCCTTGGTCTACTCCATGCCCT 

CCCGGAACCTGTCCCTGCGGCTGGAGGGTCTCCAGGAGAAAGACTCTGGCCCCTACAGCTGCT 

CCGTGAATGTGCAAGACAAACAAGGCAAATCTAGGGGCCACAGCATCAAAACCTTAGAACTCA 

ATGTACTGGTTCCTCCAGCTCCTCCATCCTGCCGTCTCCAGGGTGTGCCCCATGTGGGGGCAA 

ACGTGACCCTGAGCTGCCAGTCTCCAAGGAGTAAGCCCGCTGTCCAATACCAGTGGGATCGGC 

AGCTTCCATCCTTCCAGACTTTCTTTGCACCAGCATTAGATGTCATCCGTGGGTCTTTAAGCC 

TCACCAACCTTTCGTCTTCCATGGCTGGAGTCTATGTCTGCAAGGCCCACAATGAGGTGGGCA 

CTGCCCAATGTAATGTGACGCTGGAAGTGAGCACAGGGCCTGGAGCTGCAGTGGTTGCTGGAG 

CTGTTGTGGGTACCCTGGTTGGACTGGGGTTGCTGGCTGGGCTGGTCCTCTTGTACCACCGCC 

GGGGCAAGGCCCTGGAGGAGCCAGCCAATGATATCAAGGAGGATGCCATTGCTCCCCGGACCC 

TGCCCTGGCCCAAGAGCTCAGACACAATCTCCAAGAATGGGACCCTTTCCTCTGTCACCTCCG 

CACGAGCCCTCCGGCCACCCCATGGCCCTCCCAGGCCTGGTGCATTGACCCCCACGCCCAGTC 

TCTCCAGCCAGGCCCTGCCCTCACCAAGACTGCCCACGACAGATGGGGCCCACCCTCAACCAA 

TATCCCCCATCCCTGGTGGGGTTTCTTCCTCTGGCTTGAGCCGCATGGGTGCTGTGCCTGTGA 

TGGTGCCTGCCCAGAGTCAAGCTGGCTCTCTGGTAS^TGACCCCACCACTCATTGGCTAAAG 

GATTTGGGGTCTCTCCTTCCTATAAGGGTCACCTCTAGCACAGAGGCCTGAGTCATGGGAAAG 

AGTCACACTCCTGACCCTTAGTACTCTGCCCCCACCTCTCTTTACTGTGGGAAAACCATCTCA 

GTAAGACCTAAGTGTCCAGGAGACAGAAGGAGAAGAGGAAGTGGATCTGGAATTGGGAGGAGC 

CTCCACCCACCCCTGACTCCTCCTTATGAAGCCAGCTGCTGAAATTAGCTACTCACCAAGAGT 

GAGGGGCAGAGACTTCCAGTCACTGAGTCTCCCAGGCCCCCTTGATCTGTACCCCACCCCTAT 

CTAACACCACCCTTGGCTCCCACTCCAGCTCCCTGTATTGATATAACCTGTCAGGCTGGCTTG 

GTTAGGTTTTACTGGGGCAGAGGATAGGGAATCTCTTATTAAAACTAACATGAAATATGTGTT 

GTTTTCATTTGCAAATTTAAATAAAGATACATAATGTTTGTATGAAAAA 
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FIGURE 338 

MISLPGPLVTNLLRFLFLGLSALAPPSRAQLQLHLPANRLQAVEGGEVVLPAWYTLHGEVSSS 
QPWEVPFVMWFFKQKEKEDQVLSYINGVTTSKPGVSLVYSMPSRNLSLRLEGLQEKDSGPYSC 
SVNVQDKQGKSRGHSIKTLELNVLVPPAPPSCRLQGVPHVGANVTLSCQSPRSKPAVQYQWDR 
QLPSFQTFFAPALDVIRGSLSLTNLSSSMAGVYVCKAHNEVGTAQCNVTLEVSTGPGAAVVAG 
AVVGTLVGLGLLAGLVLLYHRRGKALEEPANDIKEDAIAPRTLPWPKSSDTISKNGTLSSVTS 
ARALRPPHGPPRPGALTPTPSLSSQALPSPRLPTTDGAHPQPISPIPGGVSSSGLSRMGAVPV 
MVPAQSQAGSLV 

Important £eat:ures : 
Signal pep'tlde: 

amino acids 1-29 

Transmembrane domain: 

amino acids 245-267 

^ N-glycosylat:±on site. 

amino acids 108-112, 169-173, 213-217, 236-240, 307-311 

N-myrist:oyla'tion site . 

amino acids 90-96, 167-173, 220-226, 231-237, 252-258, 256-262, 
262-268, 308-314, 363-369, 364-370 

Prokaryo'bic membrane lipoprotein lipid a'btechmen'k site. 

amino acids 164-175 
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FIGURE 339 

GCGAGAACCTTTGCACGCGCACAAACTACGGGGACGATTTCTGATTGATTTTTGGCGCTTTCGATCCACCCTCCT 
CCCTTCTCAT6GGACTTTGGGGACAAAGCGTCCCGACCGCCTCGAGCGCTCGAGCAGGGCGCTATCCAGGAGCCA 
GGACAGCGTCGGGAACCAGACCATGGCTCCTGGACCCCAAGATCCTTAAGTTCGTCGTCTTCATCGTCGCGGTTC 
TGCTGCCGGTCCGGGTTGACTCTGCCACCATCCCCCGGCAGGACGAAGTTCCCCAGCAGACAGTGGCCCCACAGC 
AACAGAGGCGCAGCCTCAAGGAGGAGGAGTGTCCAGCAGGATCTCATAGATCAGAATATACTGGAGCCTGTAACC 
CGTGCACAGAGGGTGTGGATTACACCATTGCTTCCAACAATTTGCCTTCTTGCCTGCTATGTACAGTTTGTAAAT 
CAGGTCAAACAAATAAAAGTTCCTGTACCACGACCAGAGACACCGTGTGTCAGTGTGAAAAAGGAAGCTTCCAGG 
ATAAAT^CTCCCCTGAGATGTGCCGGACGTGTAGAACAGGGTGTCCCAGAGGGATGGTCAAGGTCAGTAATTGTA 
CGCCCCGGAGTGACATC7UVGTGCAAAAATGAATCAGCTGCCAGTTCCACTGGGAAi\ACCCCAGCAGCGGAGGAGA 
CAGTGACCACCATCCTGGGGATGCTTGCCTCTCCCTATCACTACCTTATCATCATAGTGGTTTTAGTCATCATTT 
TAGCTGTGGTTGTGGTTGGCTTTTCATGTCGG7y\GAAATTCATTTCTTACCTCAAAGGCATCTGCTCAGGTGGTG 
GAGGAGGTCCCGAACGTGTGCACAGAGTCCTTTTCCGGCGGCGTTCATGTCCTTCACGAGTTCCTGGGGCGGAGG 
ACAATGCCCGCAACGAGACCCTGAGTAACAGATACTTGCAGCCCACCCAGGTCTCTGAvj\--.A\jvjAAATv_.CAAG\j X 

aggagctggcagagctaacaggtgtgactgtagagtcgccagaggagccacagcgtctgctggaacaggcagaag 
ctgaagggtgtcagaggaggaggctgctggttccagtgaatgacgctgactccgctgacatcagcaccttgctgg 
atgcctcggcaacactggaagaaggacatgcaaaggaaacaattcaggaccaactggtgggctccgaaaagctct 
tttatgaagaagatgaggcaggctctgctacgtcctgcctgtgaaagaatctcttcaggaaaccagagcttccct 
catttaccttttctcctacaaagggaagcagcctggaagaaacagtccagtacttgacccatgccccaacaaact 
ctactatccaatatggggcagcttaccaatggtcctagaactttgttaacgcacttggagtaatttttatgaaat 
actgcgtgtgataagcaaacgggagaaatttatatcagattcttggctgcatagttatacgattgtgtattaagg 
gtcgttttaggccacatgcggtggctcatgcctgtaatcccagcactttgataggctgaggcaggtggattgctt 
gagctcgggagtttgagaccagcctcatcaacacagtgaaactccatctcaatttaaaaagaaaaaaagtggttt 
taggatgtcattctttgcagttcttcatcatgagacaagtctttttttctgcttcttatattgcaagctccatct 
ctactggtgtgtgcatttaatgacatctaactacagatgccgcacagccacaatgctttgccttatagtttttta 
actttagaacgggattatcttgttattacctgtattttcagtttcggatatttttgacttaatgatgagattatc 
aagacgtagccctatgctaagtcatgagcatatggacttacgagggttcgacttagagttttgagctttaagata 
ggattattggggcttacccccaccttaattagagaaacatttatattgcttactactgtaggctgtacatctctt 
ttccgatttttgtataatgatgtaaacatggaaaaactttaggaaatgcacttattaggctgtttacatgggttg 
cctggatacaaatcagcagtcaaaaatgactaaaaatataactagtgacggagggagaaatcctccctctgtggg 
aggcacttactgcattccagttctccctcctgcgccctgagactggaccagggtttgatggctggcagcttctca 
aggggcagcttgtcttacttgttaattttagaggtatatagccatatttatttataaataaatatttatttattt 
atttataagtagatgtttacatatgcccaggattttgaagagcctggtatctttgggaagccatgtgtctggttt 
gtcgtgctgggacagtcatgggactgcatcttccgacttgtccacagcagatgaggacagtgagaattaagttag 
atccgagactgcgaagagcttctctttcaagcgccattacagttgaacgttagtgaatcttgagcctcatttggg 
ctcagggcagagcaggtgtttatctgccccggcatctgccatggcatcaagagggaagagtggacggtgcttggg 
aatggtgtgaaatggttgccgactcaggcatggatgggcccctctcgcttctggtggtctgtgaactgagtccct 
gggatgccttttagggcagagattcctgagctgcgttttagggtacagattccctgtttgaggagcttggcccct 
ctgtaagcatctgactcatctcagagatatcaattcttaaacactgtgacaacgggatcttw^tggctgacaca 
tttgtccttgtgtcacgttccattattttatttaaaaacctcagtaatcgttttagcttctttccagcaaactct 
tctccacagtagcccagtcgtggtaggataaattacggatatagtcattctaggggtttcagtcttttccatctc 
aaggcattgtgtgttttgttccgggactggtttggctgggacaaagttagaactgcctgaagttcgcacattcag 
attgttgtgtccatggagttttaggaggggatggcctttccggtcttcgcacttccatcctctcccacttccatc 
tggcgtcccacaccttgtcccctgcacttctggatgacacagggtgctgctgcctcctagtctttgcctttgctg 
ggccttctgtgcaggagacttggtctcaaagctcagagagagccagtccggtcccagctcctttgtcccttcctc 
agaggccttccttgaagatgcatctagactaccagccttatcagtgtttaagcttattcctttaacataagcttc 
ctgacaacatgaaattgttggggttttttggcgttggttgatttgtttaggttttgctttatacccgggccaaat 
agcacataacacctggttatatatgaaatactcatatgtttatgaccaaaatatuvtatgaaacctcatrttaaaa 
aaaaaaaaaaaaaaaaaaaaaaaaaaa 
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FIGURE 340 

MGLWGQSVPTASSARAGRYPGARTASGTRPWLLDPKILKFVVFIVAVLLPVRVDSATIPRQDEVPQQTVAPQQQR 
RSLKEEECPAGSHRSEYTGACNPCTEGVDYTIASNNLPSCLLCTVCKSGQTNKSSCTTTRDTVCQCEKGSFQDKN 
SPEMCRTCRTGCPRGMVKVSNCTPRSDIKCKNESAASSTGKTPAAEETVTTILGMLASPYHYLIIIVVLVIILAV 
VVVGFSCRKKFISYLKGICSGGGGGPERVHRVLFRRRSCPSRVPGAEDNARNETLSNRYLQPTQVSEQEIQGQEL 
AELTGVTVESPEEPQRLLEQAEAEGCQRRRLLVPVNDADSADISTLLDASATLEEGHAKETIQDQLVGSEKLFYE 
EDEAGSATSCL 

Iinpor'tant; features : 
Transmembrane domains : 
amino acids 35-52, 208-230 

M-glycosylatlon si ties . 

amino acids 127-131, 182-186, 277-281 

GXycoseunixioglycan a'ttiachznen't site. 

amino acids 245-249 

•cAMP- and cGMP-dependen-t protein kinase phosphorylation site. 

amino acids 260-264 

N-myristoylation sites . 

amino acids 21-27, 86-92, 102-108, 161-167, 242-248, 270-276, 297-303, 380-386 

ATP/6TP-bindlng site motif A (P-loop) . 

amino acids 185-193 

TNFR/NGFR cysteine-rich region. 

amino acids 99-139 
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FIGURE 341 

GCCTCTGAATTGTTGGGCAGTCTGGCAGTGGAGCTCTCCCCGGTCTGACAGCCACTCCAGAGG 
CCATCCTTCGTTTCTTGCCAGATTTGGCTTTCAGCTTCCTGTTAATTCTGGCTTTGGGCCAGG 
CAGTCCAATTTCAAGAATATGTCTTTCTCCAATTTCTGGGCTTAGATAAGGCGCCTTCACCCC 
AGAAGTTCCAACCTGTGCCTTATATCTTGAAGAAAATTTTCCAGGATCGCGAGGCAGCAGCGA 
CCACTGGGGTCTCCCGAGACTTATGCTACGTAAAGGAGCTGGGCGTCCGCGGGAATGTACTTC 
GCTTTCTCCCAGACCAAGGTTTCTTTCTTTACCCAAAGAAAATTTCCCAAGCTTCCTCCTGCC 
TGCAGAAGCTCCTCTACTTTAACCTGTCTGCCATCAAAGAAAGGGAACAGTTGACATTGGCCC 
AGCTGGGCCTGGACTTGGGGCCCAATTCTTACTATAACCTGGGACCAGAGCTGGAACTGGCTC 
TGTTCCTGGTTCAGGAGCCTCATGTGTGGGGCCAGACCACCCCTAAGCCAGGTAAAATGTTTG 
TGTTGCGGTCAGTCCCATGGCCACAAGGTGCTGTTCACTTC/^ACCTGCTGGATGTAGCTAAGG 
ATTGGAATGACAACCCCCGGAAAAATTTCGGGTTATTCCTGGAGATACTGGTCAAAGAAGATA 
GAGACTCAGGGGTGAATTTTCAGCCTGAAGACACCTGTGCCAGACTAAGATGCTCCCTTCATG 
CTTCCCTGCTGGTGGTGACTCTCAACCCTGATCAGTGCCACCCTTCTCGGAAAAGGAGAGCAG 
CCATCCCTGTCCCCAAGCTTTCTTGTAAGAACCTCTGCCACCGTCACCAGCTATTCATTAACT 
TCCGGGACCTGGGTTGGCACAAGTGGATCATTGCCCCCAAGGGGTTCATGGCAAATTACTGCC 
^ ATGGAGAGTGTCCCTTCTCACTGACCATCTCTCTCAACAGCTCCAATTATGCTTTCATGCAAG 
CCCTGATGCATGCCGTTGACCCAGAGATCCCCCAGGCTGTGTGTATCCCCACCTUVGCTGTCTC 
CCATTTCCATGCTCTACCAGGACAATAATGACAATGTCATTCTACGACATTATGAAGACATGG 
TAGTCGATGAATGTGGGTGTGG GTAG GATGTCAGAAATGGGAATAGAAGGAGTGTTCTTAGGG 
TAAATCTTTTAATAATVACTACCTATCTGGTTTATGACCACTTAGATCGAAATGTC 
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FIGURE 342 

MLRFLPDLAFSFLLILALGQAVQFQEYVFLQFLGLDKAPSPQKFQPVPYILKKIFQDREAAAT 
TGVSRDLCYVKELGVRGNVLRFLPDQGFFLYPKKISQASSCLQKLLYFNLSAIKEREQLTLAQ 
LGLDLGPNSYYNLGPELELALFLVQEPHVWGQTTPKPGKMFVLRSVPWPQGAVHFNLLDVAKD 
WNDNPRKNFGLFLEILVKEDRDSGVNFQPEDTCARLRCSLHASLLVVTLNPDQCHPSRKRR/^A 
IPVPKLSCKNLCHRHQLFINFRDLGWHKWIIAPKGFMANYCHGECPFSLTISLNSSNYAFMQA 
LMHAVDPEIPQAVCIPTKLSPISMLYQDNNDNVILRHYEDMVVDECGCG 

Isiport;an't f ea'bures : 
Sxgnal pept:lde: 

amino acids 1-21 

N-glycosylation s±1:es . 

amino acids 112-116, 306-310 

cAMP- and ciSMP -dependent: protein kinase phosphorylation site. 

amino acids 96-100 

N-myristoylatxon site . 

amino acids 77-83 

TGF-beta family proteins. 

amino acids 264-299, 327-341, 345-364 
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FIGURE 343 

CCCACGCGTCCGGCCTTCTCTCTGGACTTTGCATTTCCATTCCTTTTCATTGACAAACTGACTTTTTTTATTTCT 

TTTTTTCCATCTCTGGGCCAGCTTGGGATCCTAGGCCGCCCTGGGAAGACATTTGTGTTTTACACACATAAGGAT 

CTGTGTTTGGGGTTTCTTCTTCCTCCCCTGACATTGGCATTGCTTAGTGGTTGTGTGGGGAGGGAGACCACGTGG 

GCTCAGTGCTTGCTTGCACTTATCTGCCTAGGTACATCGAAGTCTTTTGACCTCCATACAGTGATTATGCCTGTC 

ATCGCTGGTGGTATCCTGGCGGCCTTGCTCCTGCTGATAGTTGTCGTGCTCTGTCTTTACTTCAAAATACACAAC 

GCGCTAAAAGCTGCAAAGGAACCTGAAGCTGTGGCTGTAAAAAATCACAACCCAGACAAGGTGTGGTGGGCCAAG 

AACAGCCAGGCCAAAACCATTGCCACGGAGTCTTGTCCTGCCCTGCAGTGCTGTGAAGGATATAGAATGTGTGCC 

AGTTTTGATTCCCTGCCACCTTGCTGTTGCGACATAAATGAGGGCCTCTGAGTTAGGAAAGGCTCCCTTCTCAAA 

GCAGAGCCCTGi\AGACTTCAATGATGTCAATGAGGCCACCTGTTTGTGATGTGCAGGCACAGAAGAAAGGCACAG 

CTCCCCATCAGTTTCATGGAAAATAACTCAGTGCCTGCTGGGAACCAGCTGCTGGAGATCCCTACAGAGAGCTTC 

CACTGGGGGCAACCCTTCCAGGAAGGAGTTGGGGAGAGAGAACCCTCACTGTGGGGAATGCTGATAAACCAGTCA 

CACAGCTGCTCTATTCTCACAC/W^TCTACCCCTTGCGTGGCTGGAACTGACGTTTCCCTGGAGGTGTCCAGAAA 

GCTGATGTAACACA.GA>GCCTATAJ^J\AGCTGTCGGTCCTTAAGGCTGCCCAGCGCCTTGCCx"JU U^TG C 

AGAAGGCTCATGCCATTGACCCTCTTAATTCTCTCCTGTTTGGCGGAGCTGACAATGGCGGAGGCTGAAGGCAAT 

GCAAGCTGCACAGTCAGTCTAGGGGGTGCCAATATGGCAGAGACCCAC/y^GCCATGATCCTGCAACTCAATCCC 

AGTGAGAACTGCACCTGGACAATAGAAAGACCAGAAAACAAAAGCATCAGAATTATCTTTTCCTATGTCCAGCTT 

GATCCAGATGGAAGCTGTGAAAGTGAAAACATTAAAGTCTTTGACGGAACCTCCAGCAATGGGCCTCTGCTAGGG 

CAAGTCTGCAGTAAAAACGACTATGTTCCTGTATTTGAATCATCATCCAGTACATTGACGTTTCAAATAGTTACT 

GACTCAGCAAGAATTCAAAGAACTGTCTTTGTCTTCTACTACTTCTTCTCTCCTAACATCTCTATTCCAAACTGT 

GGCGGTTACCTGGATACCTTGGAAGGATCCTTCACCAGCCCCAATTACCCAAAGCCGCATCCTGAGCTGGCTTAT 

TGTGTGTGGCACATACAAGTGGAGAAAGATTACAAGATAAAACTAAACTTCAAAGAGATTTTCCTAGAAATAGAC 

AAACAGTGCAAATTTGATTTTCTTGCCATCTATGATGGCCCCTCCACCAACTCTGGCCTGATTGGACAAGTCTGT 

GGCCGTGTGACTCCCACCTTCGAATCGTCATCAAACTCTCTGACTGTCGTGTTGTCTACAGATTATGCCAATTCT 

TACCGGGGATTTTCTGCTTCCTACACCTCAATTTATGCAGAAAACATCAACACTACATCTTTAACTTGCTCTTCT 

GACAGGATGAGAGTTATTATAAGCAAATCCTACCTAGAGGCTTTTAACTCTAATGGGAATAACTTGCAACTAAAA 

GACCCAACTTGCAGACCAAAATTATCAAATGTTGTGGAATTTTCTGTCCCTCTTAATGGATGTGGTACAATCAGA 

AAGGTAGAAGATCAGTCAATTACTTACACCAATATAATCACCTTTTCTGCATCCTCAACTTCTGAAGTGATCACC 

CGTCAG7VAACAACTCCAGATTATTGTGAAGTGTGAAATGGGACATAATTCTACAGTGGAGATAATATACATAACA 

GAAGATGATGTAATACAAAGTCAAAATGCACTGGGCAAATATAACACCAGCATGGCTCTTTTTGAATCCT^TTCA 

TTTGAAAAGACTATACTTGAATCACCATATTATGTGGATTTGAACCAAACTCTTTTTGTTCAAGTTAGTCTGCAC 

ACCTCAGATCCAAATTTGGTGGTGTTTCTTGATACCTGTAGAGCCTCTCCCACCTCTGACTTTGCATCTCCAACC 

TACGACCTAATCAAGAGTGGATGTAGTCGAGATGAAACTTGTAAGGTGTATCCCTTATTTGGACACTATGGGAGA 

TTCCAGTTTAATGCCTTTAAATTCTTGAGAAGTATGAGCTCTGTGTATCTGCAGTGTAAAGTTTTGATATGTGAT 

AGCAGTGACCACCAGTCTCGCTGCAATCAAGGTTGTGTCTCCAGAAGCAAACGAGACATTTCTTCATATAAATGG 

AAAACAGATTCCATCATAGGACCCATTCGTCTGAAAAGGGATCGAAGTGCAAGTGGCAATTCAGGATTTCAGCAT 

GAT^CACATGCGGAAGAAACTCCAAACCAGCCTTTCAACAGTGTGCATCTGTTTTCCTTCATGGTTCTAGCTCTG 

AATGTGGTGACTGTAGCGACAATCACAGTGAGGCATTTTGTAAATCAACGGGCAGACTACAAATACCAGAAGCTG 

CAGAACTAT3PAACTAACAGGTCCAACCCTAAGTGAGACATGTTTCTCCAGGATGCCAAAGGAAATGCTACCTCGT 

GGCTACACATATTATGAATAAATGAGGAAGGGCCTGAAAGTGACACACAGGCCTGCATGTAAAAAAA 
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FIGURE 344 

MELVRRLMPLTLLILSCLAELTMAEAEGNASCTVSLGGANMAETHKAMILQLNPSENCTWTIE 
RPENKSIRIIFSYVQLDPDGSCESENIKVFDGTSSNGPLLGQVCSKNDYVPVFESSSSTLTFQ 
IVTDSARIQRTVFVFYYFFSPNISIPNCGGYLDTLEGSFTSPNYPKPHPELAYCVWHIQVEKD 
YKIKLNFKEIFLEIDKQCKFDFLAIYDGPSTNSGLIGQVCGRVTPTFESSSNSLTVVLSTDYA 
NSYRGFSASYTSIYAENINTTSLTCSSDRMRVIISKSYLEAFNSNGNNLQLKDPTCRPKLSNV 
VEFSVPLNGCGTIRKVEDQSITYTNIITFSASSTSEVITRQKQLQIIVKCEMGHNSTVEIIYI 
TEDDVIQSQNALGKYNTSMALFESNSFEKTILESPYYVDLNQTLFVQVSLHTSDPNLVVFLDT 
CRASPTSDFASPTYDLIKSGCSRDETCKVYPLFGHYGRFQFNAFKFLRSMSSVYLQCKVLICD 
SSDHQSRCNQGCVSRSKRDISSYKWKTDSIIGPIRLKRDRSASGNSGFQHETHAEETPNQPFN 
S VHLFS FMVLALN VVTVAT I T VRHFVNQEIADYKYQKLQN Y 

Impor-bant fea'tures : 
Signal sequence : 

amino acids 1-24 

Tiransmeinbrauie domain : 

amino acids 571-586 

N-glycosyla-bion sxt:e . 

amino acids 29-33, 57-61, 67-71, 148-152, 271-275, 370-374, 
394-398, 419-423 

Casein kinase II phosphorylation site. 

amino acids 22-26, 108-112, 289-293, 348-352, 371-375, 379-383, 
408-412, 463-467, 520-524, 556-560 

Tyrosine kinase phosphorylation site. 

amino acids 172-180, 407-415, 407-416, 519-528 

N-myristoylation site. 

amino acids 28-34, 38-44, 83-89, 95-101, 104-110, 226-232 

Prokaryotic membrane lipoprotein lipid attachment site. 

amino acids 7-18 



BNSDOCIO: <WO P1404e6A2_L> 



wo 01/40466 



PCT/USOO/32678 



345/550 



FIGURE 345 

TGGGGGCCCCCCAGGCTCGCGCGTGGAGCGAAGCAGCATGGGCAGTCGGTGCGCGCTGGCCCTGGCGGTGCTCTC 
GGCCTTGCTGTGTCAGGTCTGGAGCTCTGGGGTGTTCGAACTGAAGCTGCAGGAGTTCGTCAACAAGAAGGGGCT 
GCTGGGGAACCGCAATTGCTGGCGCGGGGGCGCGGGGCCACCGCCGTGCGCCTGCCGGACCTTCTTCCGCGTGTG 
CCTCAAGCACTACCAGGCCAGCGTGTCCCCCGAGCCGCCCTGCACCTACGGCAGCGCCGTCACCCCCGTGCTGGG 
CGTCGACTCCTTCAGTCTGCCCGACGGCGGGGGCGCCGACT.CCGCGTTCAGCAACCCCATCCGCTTCCCCTTCGG 
CTTCACCTGGCCGGGCACCTTCTCTCTGATTATTGAAGCTCTCCACACAGATTCTCCTGATGACCTCGCAACAGA 
AAACCCAGAAAGACTCATCAGCCGCCTGGCCACCCAGAGGCACCTGACGGTGGGCGAGGAGTGGTCCCAGGACCT 
GCACAGCAGCGGCCGCACGGACCTCAAGTACTCCTACCGCTTCGTGTGTGACGAACACTACTACGGAGAGGGCTG 
CTCCGTTTTCTGCCGTCCCCGGGACGATGCCTTCGGCCACTTCACCTGTGGGGAGCGTGGGGAGAAAGTGTGCAA 
CCCTGGCTGGAAAGGGCCCTACTGCACAGAGCCGATCTGCCTGCCTGGATGTGATGAGCAGCATGGATTTTGTGA 
CAAACCAGGGGAATGCAAGTGCAGAGTGGGCTGGCAGGGCCGGTACTGTGACGAGTGTATCCGCTATCCAGGCTG 
TCTCCATGGCACCTGCCAGCAGCCCTGGCAGTGCAACTGCCAGGAAGGCTGGGGGGGCCTTTTCTGCAACCAGGA 
CCTGAACTACTGCACACACCATAAGCCCTGCAAGT^TGGAGCCACCTGCACCAACACGGGCCAGGGGAGCTACAC 

GAACGGAGGGAGCTGCACGGATCTCGAGAACAGCTACTCCTGTACCTGCCCACCCGGCTTCTACGGCATy^TCTG 

TGAATTGAGTGCCATGACCTGTGCGGACGGCCCTTGCTTT7UVCGGGGGTCGGTGCTCAGACAGCCCCGATGGAGG 

GTACAGCTGCCGCTGCCCCGTGGGCTACTCCGGCTTCAACTGTGAGAAGAAAATTGACTACTGCAGCTCTTCACC 

CTGTTCTAATGGTGCCAAGTGTGTGGACCTCGGTGATGCCTACCTGTGCCGCTGCCAGGCCGGCTTCTCGGGGAG 

GCACTGTGACGACAACGTGGACGACTGCGCCTCCTCCCCGTGCGCCAACGGGGGCACCTGCCGGGATGGCGTGAA 

CGACTTCTCCTGCACCTGCCCGCCTGGCTACACGGGCAGGAACTGCAGTGCCCCCGTCAGCAGGTGCGAGCACGC 

ACCCTGCCACAATGGGGCCACCTGCCACGAGAGGGGCCACCGCTATGTGTGCGAGTGTGCCCGAGGCTACGGGGG 

TCCCAACTGCCAGTTCCTGCTCCCCGAGCTGCCCCCGGGCCCAGCGGTGGTGGACCTCACTGAGAAGCTAGAGGG 

CCAGGGCGGGCCATTCCCCTGGGTGGCCGTGTGCGCCGGGGTCATCCTTGTCCTCATGCTGCTGCTGGGCTGTGC 

CGCTGTGGTGGTCTGCGTCCGGCTGAGGCTGCAGAAGCACCGGCCCCCAGCCGACCCCTGCCGGGGGGAGACGGA 

GACCATGAACAACCTGGCCAACTGCCAGCGTGAGAAGGACATCTCAGTCAGCATCATCGGGGCCACGCAGATCAA 

GAACACCAACAAGAAGGCGGACTTCCACGGGGACCACAGCGCCGACAAGAATGGCTTCAAGGCCCGCTACCCAGC 

GGTGGACTATAACCTCGTGCAGGACCTCAAGGGTGACGACACCGCCGTCAGGGACGCGCACAGCAAGCGTGACAC 

CAAGTGCCAGCCCCAGGGCTCCTCAGGGGAGGAGAAGGGGACCCCGACCACACTCAGGGGTGGAGAAGCATCTGA 

AAGAAAAAGGCCGGACTCGGGCTGTTCAACTTCAAAAGACACCAAGTACCAGTCGGTGTACGTCATATCCGAGGA 

GAAGGATGAGTGCGTCATAGCAACTGAGGTGTAAAATGGAAGTGAGATGGCAAGACTCCCGTTTCTCTTTIAAATA 

AGTAAAATTCCAAGGATATATGCCCCAACGAATGCTGCTGAAGAGGAGGGAGGCCTCGTGGACTGCTGCTGAGAA 

ACCGAGTTCAGACCGAGCAGGTTCTCCTCCTGAGGTCCTCGACGCCTGCCGACAGCCTGTCGCGGCCCGGCCGCC 

TGCGGCACTGCCTTCCGTGACGTCGCCGTTGCACTATGGACAGTTGCTCTTAAGAGAATATATATTTAAATGGGT 

GAACTGAATTACGCATAAGAAGCATGCACTGCCTGAGTGTATATTTTGGATTCTTATGAGCCAGTCTTTTCTTGA 

ATTAGAAACACAAACACTGCCTTTATTGTCCTTTTTGATACGAAGATGTGCTTTTTCTAGATGGAAAAGATGTGT 

GTTATTTTTTGGATTTGTTUVAAATATTTTTCATGATATCTGTAAAGCTTGAGTATTTTGTGATGTTCGTTTTTTA 

TAATTTAAATTTTGGTAAATATGTACAAAGGCACTTCGGGTCTATGTGACTATATTTTTTTGTATATAAATGTAT 

TTATGGAATATTGTGCAAATGTTATTTGAGTTTTTTACTGTTTTGTTAATGAAGAAATTCCTTTTTAAAATATTT 

TTCCAAAATAAATTTTATGAATGACAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 

AAAAAAAA 
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FIGURE 346 

MGSRCALALAVLSALLCQVWSSGVFELKLQEFVNKKGLLGNRNCCRGGAGPPPCACRTFFRVC 
LKHYQASVSPEPPCTYGSAVTPVLGVDSFSLPDGGGADSAFSNPIRFPFGFTWPGTFSLIIEA 
LHTDSPDDLATENPERLISRLATQRHLTVGEEWSQDLHSSGRTDLKYSYRFVCDEHYYGEGCS 
VFCRPRDDAFGHFTCGERGEKVCNPGWKGPYCTEPICLPGCDEQHGFCDKPGECKCRVGWQGR 
YCDECIRYPGCLHGTCQQPWQCNCQEGWGGLFCNQDLNYCTHHKPCKNGATCTNTGQGSYTCS 
CRPGYTGATCELGIDECDPSPCKNGGSCTDLENSYSCTCPPGFYGKICELSAMTCADGPCFNG 
GRCSDSPDGGYSCRCPVGYSGFNCEKKIDYCSSSPCSNGAKCVDLGDAYLCRCQAGFSGRHCD 
DNVDDCASSPCANGGTCRDGVNDFSCTCPPGYTGRNCSAPVSRCEHAPCHNGATCHERGHRYV 
CECARGYGGPNCQFLLPELPPGPAVVDLTEKLEGQGGPFPWVAVCAGVILVLMLLLGCAAVVV 
CVRLRLQKHRPPADPCRGETETMNNLANCQREKDISVSIIGATQIKNTNKKADFHGDHSADKN 
GFKARYPAVDYNLVQDLKGDDTAVRDAHSKRDTKCQPQGSSGEEKGTPTTLRGGEASERKRPD 
SGCSTSKDTKYQSVYVISEEKDECVIATEV 

Xropor'taxi't f ea-bures : 
Signal sequence : 

Amino acids 1-21 

Transmembrane domain: 

Amino acids 546-566 

N-glycosylation s±t:e: 

Amino acids 477-481 

cAMP- and cGiMP-dependen^ prot:ein kinase phosphoxrylablon slt:e: 

Amino acids 660-664 

Tyrosine kinase phosphorylation slt:es : 
Amino acids 176-185; 252-261 

H"*myrlst:oyla'tlon slt:es : 

Amino acids 2-8 ; 37-43 ; 40-46; 98-104 ; 99-105 ; 262-268 ; 281-287 ; 
282-288; 301-307; 310-316; 328-334; 340-344; 378-384; 387-393; 512-518; 
67 6-682; 683-689; 695-701 

Aspartilc acid and asparaglne hydroxylatlon sites : 

Amino acids 343-355; 420-432; 458-470 

Prokaryotlc membrane lipoprotein lipid at:techmen't site: 

Amino acids 552-563 

EGF-llke domain cysteine patitern slgnatere: 

Amino acids 243-255; 274-286; 314-326; 352-364 ; 391-403; 429-441; 
467-479;505-517 
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FIGURE 347 

CCCACGCGTCCGCACCTCGGCCCCGGGCTCCGTiLAGCGGCTCGGGGGCGCCCTTTCGGTCAACA 
TCGTAGTCCACCCCCTCCCCATCCCCAGCCCCCGGGGATTCAGGCTCGCCAGCGCCCAGCCAG 
GGAGCCGGCCGGGAAGCGCG ATG GGGGCCCCAGCCGCCTCGCTCCTGCTCCTGCTCCTGCTGT 
TCGCCTGCTGCTGGGCGCCCGGCGGGGCCAACCTCTCCCAGGACGACAGCCAGCCCTGGACAT 
CTGATGAAACAGTGGTGGCTGGTGGCACCGTGGTGCTCAAGTGCCAAGTGAAAGATCACGAGG 
ACTCATCCCTGCAATGGTCTAACCCTGCTCAGCAGACTCTCTACTTTGGGGAGAAGAGAGCCC 
TTCGAGATAATCGAATTCAGCTGGTTACCTCTACGCCCCACGAGCTCAGCATCAGCATCAGCA 
ATGTGGCCCTGGCAGACGAGGGCGAGTACACCTGCTCAATCTTCACTATGCCTGTGCGTU^CTG 
CC7\AGTCCCTCGTCACTGTGCTAGGAATTCCACAGAAGCCCATCATCACTGGTTATAAATCTT 
CATTACGGGAAAAAGACACAGCCACCCTAAACTGTCAGTCTTCTGGGAGCAAGCCTGCAGCCC 
GGCTCACCTGGAGAAAGGGTGACCAAGAACTCCACGGAGAACCAACCCGCATACAGGAAGATC 
CCAATGGTA7W\CCTTCACTGTCAGCAGCTCGGTGACATTCCAGGTTACCCGGGAGGATGATG 
GGGCGAGCATCGTGTGCTCTGTGAACCATGAATCTCTAAAGGGAGCTGACAGATCCACCTCTC 
AACGCATTGAAGTTTTATACACACCAACTGCGATGATTAGGCCAGACCCTCCCCATCCTCGTG 
AGGGCCAGAAGCTGTTGCTACACTGTGAGGGTCGCGGCAATCCAGTCCCCCAGCAGTACCTAT 
GGGAGAAGGAGGGCAGTGTGCCACCCCTGAAGATGACCCAGGAGAGTGCCCTGATCTTCCCTT 
TCCTCAACAAGAGTGACAGTGGCACCTACGGCTGCACAGCCACCAGCAACATGGGCAGCTACA 
AGGCCTACTACACCCTCAATGTTAATGACCCCAGTCCGGTGCCCTCCTCCTCCAGCACCTACC 
ACGCCATCATCGGTGGGATCGTGGCTTTCATTGTCTTCCTGCTGCTCATCATGCTCATCTTCC 
TTGGCCACTACTTGATCCGGCACAAAGGAACCTACCTGACACATGAGGCAAAAGGCTCCGACG 
ATGCTCCAGACGCGGACACGGCCATCATCAATGCAGAAGGCGGGCAGTCAGGAGGGGACGACA 
AGAAGGAATATTTCATCTAGAGGCGCCTGCCCACTTCCTGCGCCCCCCAGGGGCCCTGTGGGG 
ACTGCTGGGGCCGTCACCAACCCGGACTTGTACAGAGCAACCGCAGGGCCGCCCCTCCCGCTT 
GCTCCCCAGCCCACCCACCCCCCTGTACAGAATGTCTGCTTTGGGTGCGGTTTTGTACTCGGT 
TTGGAATGGGGAGGGAGGAGGGCGGGGGGAGGGGAGGGTTGCCCTCAGCCCTTTCCGTGGCTT 
CTCTGCATTTGGGTTATTATTATTTTTGTAACAATCCCAAATCAAATCTGTCTCCAGGCTGGA 
GAGGCAGGAGCCCTGGGGTGAGAAAAGCAAAAAACAAACAAAAAACA 
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FIGURE 348 

MGAPAASLLLLLLLFACCWAPGGANLSQDDSQPWTSDETVVAGGTVVLKCQVKDHEDSSLQWS 
NPAQQTLYFGEKRALRDNRIQLVTSTPHELSISISNVALADEGEYTCSIFTMPVRTAKSLVTV 
LGIPQKPIITGYKSSLREKDTATLNCQSSGSKPAARLTWRKGDQELHGEPTRIQEDPNGKTFT 
VSSSVTFQVTREDDGASIVCSVNHESLKGADRSTSQRIEVLYTPTAMIRPDPPHPREGQKLLL 
HCEGRGNPVPQQYLWEKEGSVPPLKMTQESALIFPFLNKSDSGTYGCTATSNMGSYKAYYTLN 
VNDPSPVPSSSSTYHAIIGGIVAFIVFLLLIMLIFLGHYLIRHKGTYLTHEAKGSDDAPDADT 
AIINAEGGQSGGDDKKEYFI 

Inportant: fealiures: 
Signal sequence : 

amino acids 1-20 

Transmembrane domaxn: 

amino acids 331-352 

N-glycosylation sx-be. 

amino acids 25-29, 290-294 

Casein kinase II phosphorylation site. 

amino acids 27-31, 35-39, 89-93, 141-145, 199-203, 388-392 
N-myristoylation site . 

amino acids 2-8, 23-29, 156-162, 218-224, 295-301, 298-304, 
306-310, 334-340, 360-364, 385-389, 386-390 

Prokairyotic membrane lipoprotein lipid attachment site. 

amino acids 7-18 
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FIGURE 349 

ACTTGCCATCACCTGTTGCCAGTGTGGAAAAATTCTCCCTGTTGAATTTTTTGCACATGGAGGACAGCAGCAAAG 
AGGGCAACACAGGCTGATAAGACCAGAGACAGCAGGGAGATTATTTTACCATACGCCCTCAGGACGTTCCCTCTA 
GCTGGAGTTCTGGACTTCAACAGAACCCCATCCAGTCATTTTGATTTTGCTGTTTATTTTTTTTTTCTTTTTCTT 
TTTCCCACCACATTGTATTTTATTTCCGTACTTCAGAAAgPGGGCCTACAGACCACAAAGTGGCCCAGCCATGGGG 
CTTTTTTCCTGAAGTCTTGGCTTATCATTTCCCTGGGGCTCTACTCACAGGTGTCCAAACTCCTGGCCTGCCCTA 
GTGTGTGCCGCTGCGACAGGAACTTTGTCTACTGTAATGAGCGAAGCTTGACCTCAGTGCCTCTTGGGATCCCGG 
AGGGCGTAACCGTACTCTACCTCCACAACAACCAAATTAATAATGCTGGATTTCCTGCAGAACTGCACAATGTAC 
AGTCGGTGCACACGGTCTACCTGTATGGCAACCAACTGGACGAATTCCCCATGAACCTTCCCAAGAATGTCAGAG 
TTCTCCATTTGCAGGAAAACAATATTCAGACCATTTCACGGGCTGCTCTTGCCCAGCTCTTGAAGCTTGAAGAGC 
TGCACCTGGATGACi\ACTCCATATCCACAGTGGGGGTGGAAGACGGGGCCTTCCGGGAGGCTATTAGCCTCAAAT 
TGTTGTTTTTGTCTAAGAATCACCTGAGCAGTGTGCCTGTTGGGCTTCCTGTGGACTTGCAAGAGCTGAGAGTGG 
ATGAAAATCGAATTGCTGTCATATCCGACATGGCCTTCCAGAATCTCACGAGCTTGGAGCGTCTTATTGTGGACG 
GGAACCTCCTGACCAACAAGGGTATCGCCGAGGGCACCTTCAGCCATCTCACCAAGCTCAAGGAATTTTCAATTG 
TACGTAATTCGCTGTCCCACCCTCCTCCCGATCTCCCAGGTACGCATCTGATCAGGCTCTATTTGCAGGACAACC 
AGATAAACCACATTCCTTTGACAGCCTTCTCAAATCTGCGTAAGCTGGAACGGCTGGATATATCCAACAACCAAC 
TGCGGATGCTGACTCAAGGGGTTTTTGATAATCTCTCCAACCTGAAGCAGCTCACTGCTCGGAATAACCCTTGGT 
TTTGTGACTGCAGTATTAAATGGGTCACAGAATGGCTCAAATATATCCCTTCATCTCTCAACGTGCGGGGTTTCA 
TGTGCCAAGGTCCTGAACAAGTCCGGGGGATGGCCGTCAGGGAATTAAATATGAATCTTTTGTCCTGTCCCACCA 
CGACCCCCGGCCTGCCTCTCTTCACCCCAGCCCCAAGTACAGCTTCTCCGACCACTCAGCCTCCCACCCTCTCTA 
TTCCAAACCCTAGCAGAAGCTACACGCCTCCAACTCCTACCACATCGAAACTTCCCACGATTCCTGACTGGGATG 
GCAGAGAAAGAGTGACCCCACCTATTTCTGAACGGATCCAGCTCTCTATCCATTTTGTGAATGATACTTCCATTC 
AAGTCAGCTGGCTCTCTCTCTTCACCGTGATGGCATACAAACTCACATGGGTGAAAATGGGCCACAGTTTAGTAG 
GGGGCATCGTTCAGGAGCGCATAGTCAGCGGTGAGAAGCAACACCTGAGCCTGGTTAACTTAGAGCCCCGATCCA 
CCTATCGGATTTGTTTAGTGCCACTGGATGCTTTTAACTACCGCGCGGTAGAAGACACCATTTGTTCAGAGGCCA 
CCACCCATGCCTCCTATCTGAACAACGGCAGCAACACAGCGTCCAGCCATGAGCAGACGACGTCCCACAGCATGG 
GCTCCCCCTTTCTGCTGGCGGGCTTGATCGGGGGCGCGGTGATATTTGTGCTGGTGGTCTTGCTCAGCGTCTTTT 
GCTGGCATATGCACAAAAAGGGGCGCTACACCTCCCAGAAGTGGAAATACAACCGGGGCCGGCGGAAAGATGATT 
ATTGCGAGGCAGGCACCAAGAAGGACAACTCCATCCTGGAGATGACAGAAACCAGTTTTCAGATCGTCTCCTTAA 
ATAACGATCAACTCCTTAAAGGAGATTTCAGACTGCAGCCCATTTACACCCCAAATGGGGGCATTAATTACACAG 
ACTGCCATATCCCCAACAACATGCGATACTGCAACAGCAGCGTGCCAGACCTGGAGCACTGCCATACGTGACAGC 
CAGAGGCCCAGCGTTATCAAGGCGGACAATTAGACTCTTGAGAACACACTCGTGTGTGCACATAAAGACACGCAG 
ATTACATTTGATAAATGTTACACAGATGCATTTGTGCATTTGAATACTCTGTAATTTATACGGTGTACTATATAA 
TGGGATTTAAAAAAAGTGCTATCTTTTCTATTTCAAGTTAATTACAAACAGTTTTGTAACTCTTTGCTTTTTAAA 
TCTT 
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MGLQTTKWPSHGAFFLKSWLIISLGLYSQVSKLLACPSVCRCDRNFVYCNERSLTSVPLGIPE 
GVTVLYLHNNQINNAGFPAELHNVQSVHTVYLYGNQLDEFPMNLPKNVRVLHLQENNIQTISR 
AALAQLLKLEELHLDDNSISTVGVEDGAFREAISLKLLFLSKNHLSSVPVGLPVDLQELRVDE 
NRIAVISDMAFQNLTSLERLIVDGNLLTNKGIAEGTFSHLTKLKEFSIVRNSLSHPPPDLPGT 
HLIRLYLQDNQINHIPLTAFSNLRKLERLDISNNQLRMLTQGVFDNLSNLKQLTARNNPWFCD 
CSIKWVTEWLKYIPSSLNVRGFMCQGPEQVRGMAVRELNMNLLSCPTTTPGLPLFTPAPSTAS 
PTTQPPTLSIPNPSRSYTPPTPTTSKLPTIPDWDGRERVTPPISERIQLSIHFVNDTSIQVSW 
LSLFTVMAYKLTWVKMGHSLVGGIVQERIVSGEKQHLSLVNLEPRSTYRICLVPLDAFNY'RAV 
EDTICSEATTHASYLNNGSNTASSHEQTTSHSMGSPFLLAGLIGGAVIFVLVVLLSVFCWHMH 
KKGRYTSQKWKYNRGRRKDDYCEAGTKKDNSILEMTETSFQIVSLNNDQLLKGDFRLQPIYTP 
NGGINYTDCHTPNNMRYCNSSVPDLEHCHT 

Xmporlzan-b fea'tures: 
Sxgnal peptide: 
amino acids 1-42 
Transmemlprane dozaaln: 
amino acids 542-561 
N-glycosylation sliie. 

amino acids 202-206, 298-302, 433-437, 521-525, 635-639, 649-653 
Casein kinase II phosphorylation site* 

amino acids 204-208," 407-411, 527-531, 593-597, 598-602, 651-655 
Tyrosine kinase phosphorylation site, 
amino acids 319-328 
N-myristoylation site. 

amino acids 2-8, 60-66, 149-155, 213-219, 220-226, 294-300, 

522-528, 545-551, 633-639 

Amidation site. 

amino acids 581-585 

Leucine zipper pattern. 

amino acids 164-186 

Phospholipase A2 aspartic acid active site. 

amino acids 39-50 
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FIGURE 351 

AGCCGACGCTGCTCAAGCTGCAACTCTGTTGCAGTTGGCAGTTCTTTTCGGTTTCCCTCCTGCTGTTTGGGGGCA 

TGAAAGGGCTTCGCCGCCGGGAGTAAAAGAAGGAATTGACCGGGCAGCGCGAGGGAGGAGCGCGCACGCGACCGC 

GAGGGCGGGCGTGCACCCTCGGCTGGAAGTTTGTGCCGGGCCCCGAGCGCGCGCCGGCTGGGAGCTTCGGGTAGA 

GACCTAGGCCGCTGGACCGCGATGAGCGCGCCGAGCCTCCGTGCGCGCGCCGCGGGGTTGGGGCTGCTGCTGTGC 

GCGGTGCTGGGGCGCGCTGGCCGGTCCGACAGCGGCGGTCGCGGGGAACTCGGGCAGCCCTCTGGGGTAGCCGCC 

GAGCGCCCATGCCCCACTACCTGCCGCTGCCTCGGGGACCTGCTGGACTGCAGTCGTAAGCGGCTAGCGCGTCTT 

CCCGAGCCACTCCCGTCCTGGGTCGCTCGGCTGGACTTAAGTCACAACAGATTATCTTTCATCAAGGCAAGTTCC 

ATGAGCCACCTTCAAAGCCTTCGAGAAGTGAAACTGAACAACAATGAATTGGAGACCATTCCAAATCTGGGACCA 

GTCTCGGCAi\ATATTACACTTCTCTCCTTGGCTGGAAACAGGATTGTTGAAATACTCCCTGAACATCTGAAAGAG 

TTTCAGTCCCTTGAAACTTTGGACCTTAGCAGCAACAATATTTCAGAGCTCCAAACTGCATTTCCAGCCCTACAG 

CTCAAATATCTGTATCTCAACAGCAACCGAGTCACATCAATGGAACCTGGGTATTTTGACAATTTGGCCAACACA 

CTCCTTGTGTTAAAGCTGAACAGGAACCGAATCTCAGCTATCCCACCCAAGATGTTTAAACTGCCCCAACTGCAA 

CATCTCGAATTGAACCGAAACAAGATTAAAAATGTAGATGGACTGACATTCCAAGGCCTTGGTGCTCTGAAGTC 

CTGAAAATGCAAAGAAATGGAGTAACGAAACTTATGGATGGAGCTTTTTGGGGGCTGAGCAACATGGAAATTTTG 

CAGCTGGACCATAACAACCTAACAGAGATTACCAAAGGCTGGCTTTACGGCTTGCTGATGCTGCAGGAACTTCAT 

CTCAGCCAAAATGCCATCAACAGGATCAGCCCTGATGCCTGGGAGTTCTGCCAGAAGCTCAGTGAGCTGGACCTA 

ACTTTCAATCACTTATCAAGGTTAGATGATTCAAGCTTCCTTGGCCTAAGCTTACT7VAATACACTGCACATTGGG 

AACAACAGAGTCAGCTACATTGCTGATTGTGCCTTCCGGGGGCTTTCCAGTTTAAAGACTTTGGATCTGAAGAAC 

AATGAAATTTCCTGGACTATTGAAGACATGAATGGTGCTTTCTCTGGGCTTGACAAACTGAGGCGACTGATACTC 

CAAGGAAATCGGATCCGTTCTATTACTAAAAAAGCCTTCACTGGTTTGGATGCATTGGAGCATCTAGACCTGAGT 

GACAACGCAATCATGTCTTTACAAGGCAATGCATTTTCACAAATGAAGAAACTGCAACAATTGCATTTAAATACA 

TCAAGCCTTTTGTGCGATTGCCAGCTAAAATGGCTCCCACAGTGGGTGGCGGAAAACAACTTTCAGAGCTTTGTA 

AATGCCAGTTGTGCCCATCCTCAGCTGCTAAAAGGAAGAAGCATTTTTGCTGTTAGCCCAGATGGCTTTGTGTGT 

GATGATTTTCCCAAACCCCAGATCACGGTTCAGCCAGAAACACAGTCGGCAATAAAAGGTTCCAATTTGAGTTTC 

ATCTGCTCAGCTGCCAGCAGCAGTGATTCCCCAATGACTTTTGCTTGGAAAAAAGACAATGAACTACTGCATGAT 

GCTGAAATGGAAAATTATGCACACCTCCGGGCCCAAGGTGGCGAGGTGATGGAGTATACCACCATCCTTCGGCTG 

CGCGAGGTGGAATTTGCCAGTGAGGGGAAATATCAGTGTGTCATCTCCAATCACTTTGGTTCATCCTACTCTGTC 

AAAGCCAAGCTTACAGTAAATATGCTTCCCTCATTCACCAAGACCCCCATGGATCTCACCATCCGAGCTGGGGCC 

ATGGCACGCTTGGAGTGTGCTGCTGTGGGGCACCCAGCCCCCCAGATAGCCTGGCAGAAGGATGGGGGCACAGAC 

TTCCCAGCTGCACGGGAGAGACGCATGCATGTGATGCCCGAGGATGACGTGTTCTTTATCGTGGATGTGAAGATA 

GAGGACATTGGGGTATACAGCTGCACAGCTCAGAACAGTGCAGGAAGTATTTCAGCAAATGCAACTCTGACTGTC 

CTAGAAACACCATCATTTTTGCGGCCACTGTTGGACCGAACTGTAACCAAGGGAGAAACAGCCGTCCTACAGTGC 

ATTGCTGGAGGAAGCCCTCCCCCTAAACTGAACTGGACCAAAGATGATAGCCCATTGGTGGTAACCGAGAGGCAC 

TTTTTTGCAGCAGGCAATCAGCTTCTGATTATTGTGGACTCAGATGTCAGTGATGCTGGGAAATACACATGTGAG 

ATGTCTAACACCCTTGGCACTGAGAGAGGAAACGTGCGCCTCAGTGTGATCCCCACTCCAACCTGCGACTCCCCT 

CAGATGACAGCCCCATCGTTAGACGATGACGGATGGGCCACTGTGGGTGTCGTGATCATAGCCGTGGTTTGCTGT 

GTGGTGGGCACGTCACTCGTGTGGGTGGTCATCATATACCACACAAGGCGGAGGAATGAAGATTGCAGCATTACC 

AACACAGATGAGACCAACTTGCCAGCAGATATTCCTAGTTATTTGTCATCTCAGGGAACGTTAGCTGACAGGCAG 

GATGGGTACGTGTCTTCAGAAAGTGGAAGCCACCACCAGTTTGTCACATCTTCAGGTGCTGGATTTTTCTTACCA 

CAACATGACAGTAGTGGGACCTGCCATATTGACAATAGCAGTGAAGCTGATGTGGAAGCTGCCACAGATCTGTTC 

CTTTGTCCGTTTTTGGGATCCACAGGCCCTATGTATTTGAAGGGAAATGTGTATGGCTCAGATCCTTTTGAAACA 

TATCATACAGGTTGCAGTCCTGACCCAAG7\ACAGTTTTAATGGACCACTATGAGCCCAGTTACATAAAGAAAAAG 

GAGTGCTACCCATGTTCTCATCCTTGAGAAGAATCCTGCGAACGGAGCTTCAGTAATATATCGTGGCCTTCACAT 

GTGAGGAAGCTACTTAACACTAGTTACTCTCACAATGAAGGACCTGGAATG7\AAAATCTGTGTCTAAACAAGTCC 

TCTTTAGATTTTAGTGCAAATCCAGAGCCAGCGTCGGTTGCCTCGAGTAATTCTTTCATGGGTACCTTTGGAAAA 

GCTCTCAGGAGACCTCACCTAGATGCCTATTCAAGCTTTGGACAGCCATCAGATTGTCAGCCAAGAGCCTTTTAT 

TTGAAAGCTCATTCTTCCCCAGACTTGGACTCTGGGTCAGAGGAAGATGGGAAAGAAAGGACAGATTTTCAGGAA 

GAAAATCACATTTGTACCTTTAAACAGACTTTAGAAAACTACAGGACTCCAAATTTTCAGTCTTATGACTTGGAC 

ACA TAGA CTGAATGAGACCAAAGGAAAAGCTTAACATACTACCTCAAGTGAACTTTTATTTAAAAGAGAGAGAAT 

CTTATGTTTTTTAAATGGAGTTATGAATTTTAAAAGGATAAAAATGCTTTATTTATACAGATGAACCAAAATTAC 

AAAAAGTTATGAAAATTTTTATACTGGGAATGATGCTCATATAAGAATACCTTTTTAAACTATTTTTTAACTTTG 

TTTTATGCAAAAAAGTATCTTACGTAAATTAATGATATAAATCATGATTATTTTATGTATTTTTATAATGCCAGA 

TTTCTTTTTATGGAAAATGAGTTACTAAAGCATTTTAAATAATACCTGCCTTGTACCATTTTTTAAATAGAAGTT 

ACTTCATTATATTTTGCACATTATATTTAATAAAATGTGTCAATTTGAAAAAAAAA/UW^AAAAAAATUVAAAAAAAAA 
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MSAPSLRARAAGLGLLLCAVLGRAGRSDSGGRGELGQPSGVAAERPCPTTCRCLGDLLDCSRKRLARLPEPLPSW 
VARLDLSHNRLSFIKASSMSHLQSLREVKLNNNELETIPNLGPVSANITLLSLAGNRIVEILPEHLKEFQSLETL 
DLSSNNISELQTAFPALQLKYLYLNSNRVTSMEPGYFDNLANTLLVLKLNRNRISAIPPKMFKLPQLQHLELNRN 
KIKNVDGLTFQGLGALKSLKMQRNGVTKLMDGAFWGLSNMEILQLDHNNLTEITKGWLYGLLMLQELHLSQNAIN 
RISPDAWEFCQKLSELDLTFNHLSRLDDSSFLGLSLLNTLHIGNNRVSYIADCAFRGLSSLKTLDLKNNEISWTI 
EDMNGAFSGLDKLRRLILQGNRIRSITKKAFTGLDALEHLDLSDNAIMSLQGNAFSQMKKLQQLHLNTSSLLCDC 
QLKWLPQWVAENNFQSFVNASCAHPQLLKGRSIFAVSPDGFVCDDFPKPQITVQPETQSAIKGSNLSFICSAASS 
SDSPMTFAWKKDNELLHDAEMENYAHLRAQGGEVMEYTTILRLREVEFASEGKYQCVISNHFGSSYSVJCAKLTVN 
MLPSFTKTPMDLTIRAGAMARLECAAVGHPAPQIAWQKDGGTDFPAARERRMHVMPEDDVFFIVDVKIEDIGVYS 
CTAQNSAGSIS7VNATLTVLETPSFLRPLLDRTVTKGETAVLQCIAGGSPPPKLNWTKDDSPLVVTERHFFAAGNQ 
LLIIVDSDVSDAGKYTCEMSNTLGTERGNVRLSVIPTPTCDSPQMTAPSLDDDGWATVGWIIAWCCVVGTSLV 
WWIIYHTRRRNEDCSITNTDETNLPADIPSYLSSQGTLADRQDGYVSSESGSHHQFVTSSGAGFFLPQHDSSGT 
CHIDblSSEADVEAATDLFLCPFLGSTGPMYLKGNVYGSDPFETYHTGCSPDPRTVLMDHYEPSYIKKKECYPCSH 
PSEESCERSFSNISWPSHVRKLLNTSYSHNEGPGMKNLCLNKSSLDFSANPEPASVASSNSFMGTFGKALRRPHL 
DAYSSFGQPSDCQPRAFYLKAHSSPDLDSGSEEDGKERTDFQEENHICTFKQTLENYRTPNFQSYDLDT 

Important features : 
Signal sec[uence : 

amino acids 1-27 

Transmembrane domain : 

amino acids 808-828 

N-glycosylat±on site . 

amino acids 122-126, 156-160, 274-278, 442-446, 469-473, 515-519, 
688-692, 729-733, 905-909, 987-991, 999-1003, 1016-1020 

Glycosaminoglycan attachment site . 

amino acids 886-890 

Casein kinase 11 phosphorylation site. 

amino acids 99-103, 180-184, 263-267, 314-318, 324-328, 374-378, 

383-387, 407-411, 524-528, 608-612, 692-696, 709-713, 731-735, 
799-803, 843-847, 863-867, 907-911, 1003-1007, 1018-1022, 
1073-1077, 1079-1083, 1081-1085 

Tyrosine kinase phosphorylation site. 

amino acids 667-675 

N-myrlstoylatlon site . 

amino acids 14-20, 36-42, 239-245, 257-263, 380-386, 427-433, 
513-519, 588-594, 672-678, 683-687, 774-780, 933-939 

Leucine zipper pattern. 

amino acids 58-80, 65-87 
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GGGGGTTAGGGAGGAAGGAATCCACCCCCACCCCCCCAAACCCTTTTCTTCTCCTTTCCTGGCTTCGGACATTGG 
AGCACTAAATGAACTTGAATTGTGTCTGTGGCGAGCAGGATGGTCGCTGTTACTTTGTGATGAGATCGGGGATGA 
ATTGCTCGCTTTAAAAATGCTGCTTTGGATTCTGTTGCTGGAGACGTCTCTTTGTTTTGCCGCTGGAAACGTTAC 
AGGGGACGTTTGCAAAGAGAAGATCTGTTCCTGCAATGAGATAGAAGGGGACCTACACGTAGACTGTGAAAAAAA 
GGGCTTCACAAGTCTGCAGCGTTTCACTGCCCCGACTTCCCAGTTTTACCATTTATTTCTGCATGGCAATTCCCT 
CACTCGACTTTTCCCTAATGAGTTCGCTAACTTTTATAATGCGGTTAGTTTGCACATGGAAAACAATGGCTTGCA 
TGAAATCGTTCCGGGGGCTTTTCTGGGGCTGCAGCTGGTGAAAAGGCTGCACATCAACAACAACAAGATCAAGTC 
TTTTCGAAAGCAGACTTTTCTGGGGCTGGACGATCTGGAATATCTCCAGGCTGATTTTAATTTATTACGAGATAT 
AGACCCGGGGGCCTTCCAGGACTTGAACAAGCTGGAGGTGCTCATTTTAAATGACAATCTCATCAGCACCCTACC 
TGCCAACGTGTTCCAGTATGTGCCCATCACCCACCTCGACCTCCGGGGTAACAGGCTGAAAACGCTGCCCTATGA 
GGAGGTCTTGGAGCAAATCCCTGGTATTGCGGAGATCCTGCTAGAGGATAACCCTTGGGACTGCACCTGTGATCT 
GCTCTCCCTGAAAGAATGGCTGGAAAACATTCCCAAGAATGCCCTGATCGGCCGAGTGGTCTGCGAAGCCCCCAC 
CAGACTGCAGGGTAAAGACCTCAATGAAACCACCGAACAGGACTTGTGTCCTTTGAAAAACCGAGTGGATTCTAG 
TCTCCCGGCGCCCCCTGCCCAAGAAGAGACCTTTGCTCCTGGACCCCTGCCAACTCCTTTCAAGACAAATGGGCA 
AGAGGATCATGCCACACCAGGGTCTGCTCCAAACGGAGGTACAAAGATCCCAGGCAACTGGCAGATCAAAATCAG 
ACCCACAGCAGCGATAGCGACGGGTAGCTCCAGGAACAAACCCTTAGCTAACAGTTTACCCTGCCCTGGGGGCTG 
CAGCTGCGACCACATCCCAGGGTCGGGTTTAAAGATGAACTGCAACAACAGGAACGTGAGCAGCTTGGCTGATTT 
GAAGCCCAAGCTCTCTAACGTGCAGGAGCTTTTCCTACGAGATAACAAGATCCACAGCATCCGAAAATCGCACTT 
- TGTGGATTACAAGAACCTCATTCTGTTGGATCTGGGCAACAATAACATCGCTACTGTAGAGAACAACACTTTCAA 
GAACCTTTTGGACCTCAGGTGGCTATACATGGATAGCAATTACCTGGACACGCTGTCCCGGGAGAAATTCGCGGG 
GCTGCAAAACCTAGAGTACCTGAACGTGGAGTACAACGCTATCCAGCTCATCCTCCCGGGCACTTTCAATGCCAT 
GCCCAAACTGAGGATCCTCATTCTCAACAACAACCTGCTGAGGTCCCTGCCTGTGGACGTGTTCGCTGGGGTCTC 
GCTCTCTAAACTCAGCCTGCACAACAATTACTTCATGTACCTCCCGGTGGCAGGGGTGCTGGACCAGTTAACCTC 
CATCATCCAGATAGACCTCCACGGAAACCCCTGGGAGTGCTCCTGCACAATTGTGCCTTTCAAGCAGTGGGCAGA 
ACGCTTGGGTTCCGAAGTGCTGATGAGCGACCTCAAGTGTGAGACGCCGGTGAACTTCTTTAGAAAGGATTTCAT 
GCTCCTCTCCAATGACGAGATCTGCCCTCAGCTGTACGCTAGGATCTCGCCCACGTTAACTTCGCACAGTAAAAA 
CAGCACTGGGTTGGCGGAGACCGGGACGCACTCCAACTCCTACCTAGACACCAGCAGGGTGTCCATCTCGGTGTT 
GGTCCCGGGACTGCTGCTGGTGTTTGTCACCTCCGCCTTCACCGTGGTGGGCATGCTCGTGTTTATCCTGAGGAA 
CCGT^AAGCGGTCCAAGAGACGAGATGCCAACTCCTCCGCGTCCGAGATTAATTCCCTACAGACAGTCTGTGACTC 
TTCCTACTGGCACAATGGGCCTTACAACGCAGATGGGGCCCACAGAGTGTATGACTGTGGCTCTCACTCGCTCTC 
AGACTAAGACCCCAACCCCAATAGGGGAGGGCAGAGGGAAGGCGATACATCCTTCCCCACCGCAGGCACCCCGGG 
GGCTGGAGGGGCGTGTACCCAAATCCCCGCGCCATCAGCCTGGATGGGCATAAGTAGATAAAT7VACTGTGAGCTC 
GCACAACCGAAAGGGCCTGACCCCTTACTTAGCTCCCTCCTTGAAACAAAGAGCAGACTGTGGAGAGCTGGGAGA 
GCGCAGCCAGCTCGCTCTTTGCTGAGAGCCCCTTTTGACAGAAAGCCCAGCACGACCCTGCTGGAAGAACTGACA 
GTGCCCTCGCCCTCGGCCCCGGGGCCTGTGGGGTTGGATGCCGCGGTTCTATACATATATACATATATCCACATC 
TATATAGAGAGATAGATATCTATTTTTCCCCTGTGGATTAGCCCCGTGATGGCTCCCTGTTGGCTACGCAGGGAT 
GGGCAGTTGCACGAAGGCATGAATGTATTGTAAATAAGTAACTTTGACTTCTGAC 
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MLLWILLLETSLCFAAGNVTGDVCKEKICSCNEIEGDLHVDCEKKGFTSLQRFTAPTSQFYHL 
FLHGNSLTRLFPNEFANFYNAVSLHMENNGLHEIVPGAFLGLQLVKRLHINNNKIKSFRKQTF 
LGLDDLEYLQADFNLLRDIDPGAFQDLNKLEVLILNDNLISTLPANVFQYVPITHLDLRGNRL 
KTLPYEEVLEQIPGIAEILLEDNPWDCTCDLLSLKEWLENIPKNALIGRVVCEAPTRLQGKDL 
NETTEQDLCPLKNRVDSSLPAPPAQEETFAPGPLPTPFKTNGQEDHATPGSAPNGGTKIPGNW 
QIKIRPTAAIATGSSRNKPLANSLPCPGGCSCDHIPGSGLKMNCNNRNVSSLADLKPKLSNVQ 
ELFLRDNKIHSIRKSHFVDYKNLILLDLGNNNIATVENNTFKNLLDLRWLYMDSNYLDTLSRE 
KFAGLQNLEYLNVEYNAIQLILPGTFNAMPKLRILILNNNLLRSLPVDVFAGVSLSKLSLHNN 
YFMYLPVAGVLDQLTSIIQIDLHGNPWECSCTIVPFKQWAERLGSEVLMSDLKCETPVNFFRK 
DFMLLSNDEICPQLYARISPTLTSHSKNSTGLAETGTHSNSYLDTSRVSISVLVPGLLLVFVT 
SAFTVVGMLVFILRNRKRSKRRDANSSASEINSLQTVCDSSYWHNGPYNADGAHRVYDCGSHS 
LSD 

Ixnpor'bant: £ea1:ures : 

Signal sequence : 

amino acids 1-15 

Transmembrane domain: 

amino acids 618-638 

N-glycosylation slt:e . 

amino acids 18-22, 253-257, 363-367, 416-420, 595-599, 655-659 

csAMP- and cGMP-dependen^ prot:eln kinase phosphoryla'tlon site. 

amino acids 122-126, 646-650 

Casein kinase II phosphorylat^lon site. 

amino acids 30-34, 180-184, 222-226, 256-260, 366-370, 573-577, 
608-612, 657-661, 666-670, 693-697 

N-myrlstoyla-tlon sl^te . 

amino acids 17-23, 67-73, 100-106, 302-308, 328-334, 343-349, 
354-360, 465-471, 493-499, 598-604, 603-609 

Prokaryolilc membrane llpoprot:eln lipid at:t:achment slt:e . 

amino acids 337-348 



BNSDOCIO: <WO p14046aA2_L> 



wo 01/40466 



PCT/USOO/32678 



355/550 

FIGURE 355 

AGTCGACTGCGTCCCCTGTACCCGGCGCCAGCTGTGTTCCTGACCCCAGAAT7VACTCAGGGCTGCACCGGGCCTG 
GCAGCGCTCCGCACACATTTCCTGTCGCGGCCTAAGGGAAACTGTTGGCCGCTGGGCCCGCGGGGGGATTCTTGG 
CAGTTGGGGGGTCCGTCGGGAGCGAGGGCGGAGGGGAAGGGAGGGGGAACCGGGTTGGGGAAGCCAGCTGTAGAG 
GGCGGTGACCGCGCTCCAGACACAGCTCTGCGTCCTCGAGCGGGACAGATCCAAGTTGGGAGCAGCTCTGCGTGC 
GGGGCCTCAGAGAATGAGGCCGGCGTTCGCCCTGTGCCTCCTCTGGCAGGCGCTCTGGCCCGGGCCGGGCGGCGG 
CGAACACCCCACTGCCGACCGTGCTGGCTGCTCGGCCTCGGGGGCCTGCTACAGCCTGCACCACGCTACCATGAA 
GCGGCAGGCGGCCGAGGAGGCCTGCATCCTGCGAGGTGGGGCGCTCAGCACCGTGCGTGCGGGCGCCGAGCTGCG 
CGCTGTGCTCGCGCTCCTGCGGGCAGGCCCAGGGCCCGGAGGGGGCTCCAAAGACCTGCTGTTCTGGGTCGCACT 
GGAGCGCAGGCGTTCCCACTGCA.CCCTGGAGAACGA.GCCTTTGCGGGGTTTCTCCTGGCTGTCCTCCGA.CCCCGG 
CGGTCTCGAAAGCGACACGCTGCAGTGGGTGGAGGAGCCCCT^CGCTCCTGCACCGCGCGGAGATGCGCGGTACT 
CCAGGCCACCGGTGGGGTCGAGCCCGCAGGCTGGAAGGAGATGCGATGCCACCTGCGCGCCAACGGCTACCTGTG 
CAAGTACCAGTTTGAGGTCTTGTGTCCTGCGCCGCGCCCCGGGGCCGCCTCTAACTTGAGCTATCGCGCGCCCTT 
CCAGCTGCACAGCGCCGCTCTGGACTTCAGTCCACCTGGGACCGAGGTGAGTGCGCTCTGCCGGGGACAGCTCCC 
GATCTCAGTTACTTGCATCGCGGACGAAATCGGCGCTCGCTGGGACAAACTCTCGGGCGATGTGTTGTGTCCCTG 
CCCCGGGAGGTACCTCCGTGCTGGCAAATGCGCAGAGCTCCCTAACTGCCTAGACGACTTGGGAGGCTTTGCCTG 
CGAATGTGCTACGGGCTTCGAGCTGGGGAAGGACGGCCGCTCTTGTGTGACCAGTGGGGAAGGACAGCCGACCCT 
TGGGGGGACCGGGGTGCCCACCAGGCGCCCGCCGGCCACTGCAACCAGCCCCGTGCCGCAGAGAACATGGCCAAT 
CAGGGTCGACGAGAAGCTGGGAGAGACACCACTTGTCCCTGAACAAGACAATTCAGTAACATCTATTCCTGAGAT 
TCCTCGATGGGGATCACAGAGCACGATGTCTACCCTTCAAATGTCCCTTCAAGCCGAGTCAAAGGCCACTATCAC 
CCCATCAGGGAGCGTGATTTCCAAGTTTAATTCTACGACTTCCTCTGCCACTCCTCAGGCTTTCGACTCCTCCTC 
TGCCGTGGTCTTCATATTTGTGAGCACAGCAGTAGTAGTGTTGGTGATCTTGACCATGACAGTACTGGGGCTTGT 
CAAGCTCTGCTTTCACGAAAGCCCCTCTTCCCAGCCAAGGAAGGAGTCTATGGGCCCGCCGGGCCTGGAGAGTGA 
TCCTGAGCCCGCTGCTTTGGGCTCCAGTTCTGCACATTGCACAAACAATGGGGTGAAAGTCGGGGACTGTGATCT 
GCGGGACAGAGCAGAGGGTGCCTTGCTGGCGGAGTCCCCTCTTGGCTCTAGTGATGCA3[AGGGAAACAGGGGACA 
TGGGCACTCCTGTGAACAGTTTTTCACTTTTGATGAAACGGGGAACC/U^GAGGAACTTACTTGTGTAACTGACAA 
TTTCTGCAGAAATCCCCCTTCCTCTAAATTCCCTTTACTCCACTGAGGAGCTAAATCAGAACTGCACACTCCTTC 
CCTGATGATAGAGGAAGTGGAAGTGCCTTTAGGATGGTGATACTGGGGGACCGGGTAGTGCTGGGGAGAGATATT 
TTCTTATGTTTATTCGGAGAATTTGGAGAAGTGATTGAACTTTTCAAGACATTGGAAACAAATAGAACACAATAT 
AATTTACATTAAAAAATAATTTCTACCAAAATGGAT^AGGAAATGTTCTATGTTGTTCAGGCTAGGAGTATATTGG 
TTCGAAATCCCAGGGAAAAAAATAAAAATAAAAAATTAAAGGATTGTTGAT 
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FIGURE 356 

MRPAFALCLLWQALWPGPGGGEHPTADRAGCSASGACYSLHHATMKRQAAEEACILRGGALST 
VRAGAELRAVLALLRAGPGPGGGSKDLLFWVALERRRSHCTLENEPLRGFSWLSSDPGGLESD 
TLQWVEEPQRSCTARRCAVLQATGGVEPAGWKEMRCHLRANGYLCKYQFEVLCPAPRPGAASN 
LSYRAPFQLHSAALDFSPPGTEVSALCRGQLPISVTCIADEIGARWDKLSGDVLCPCPGRYLR 
AGKCAELPNCLDDLGGFACECATGFELGKDGRSCVTSGEGQPTLGGTGVPTRRPPATATSPVP 
QRTWPIRVDEKLGETPLVPEQDNSVTSIPEIPRWGSQSTMSTLQMSLQAESKATITPSGSVIS 
KFNSTTSSATPQAFDSSSAVVFIFVSTAVVVLVILTMTVLGLVKLCFHESPSSQPRKESMGPP 
GLESDPEPAALGSSSAHCTNNGVKVGDCDLRDRAEGALLAESPLGSSDA 

In^or'tazi't feai:ures: 

Signal sequence: 

amino acids 1-16 . 

Transmembrane domain : 

amino acids 399-418 

N-glycosylation sitie • 

amino acids 189-193, 381-385 

Glycosamxnoglycan a'b'bachment: site • 

amino acids 289-293 

cAMP- and cCTlP-dependent prot;e±n kinase phosplioryla'txon site. 

amino acids 98-102, 434-438 

Casein kinase II phosphorylation site* 

amino acids 275-279, 288-292, 342-346, 445-449 

N-myristoylation site. 

amino acids 30-36, 35-41, 58-64, 59-65, 121-127, 151-157, 

185-191, 209-215, 267-273, 350-356, 374-380, 453-459, 463-469, 
477-483 

Aspartic acid and asparagine hydroxylation site. 

amino acids 262-274 
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FIGURE 357 



CCCATCTCAAGCTGATCTTGGCACCTCTCATGCTCTGCTCTCTTCAACCAGACCTCTACATTCCATTTTGGAAGA 
AGACTA7\AAATGGTGTTTCCAATGTGGACACTGAAGAGACAAATTCTTATCCTTTTT7^CAT7y\TCCTAATTTCC 
AAACTCCTTGGGGCTAGATGGTTTCCTAAAACTCTGCCCTGTGATGTCACTCTGGATGTTCCAAAGAACCATGTG 
ATCGTGGACTGCACAGACAAGCATTTGACAGAAATTGCTGGAGGTATTCCCACGAACACCACGAACCTCACCCTC 
ACCATTAACCACATACCAGACATCTCCCCAGCGTCCTTTCACAGACTGGACCATCTGGTAGAGATCGATTTCAGA 
TGCAACTGTGTACCTATTCCACTGGGGTCAAAAAACAACATGTGCATCAAGAGGCTGCAGATTAAACCCAGAAGC 
TTTAGTGGACTCACTTATTTAAAATCCCTTTACCTGGATGGAAACCAGCTACTAGAGATACCGCAGGGCCTCCCG 
CCTAGCTTACAGCTTCTCAGCCTTGAGGCCAACAACATCTTTTCCATCAGAAAAGAGAATCTAACAGAACTGGCC 
i\ACATAGA7\ATACTCTACCTGGGCCAAAACTGTTATTATCGAAATCCTTGTTATGTTTCATATTCAATAGAGAAA 
GATGCCTTCCTAAACTTGACAAAGTTAAAAGTGCTCTCCCTGAAAGATAACAATGTCACAGCCGTCCCTACTGTT 
TTGCCATCTACTTTAACAGAACTATATCTCTACAACAACATGATTGCAAAAATCC7\AGAAGATGATTTTAATAAC 
CTCAACCAATTACAAATTCTTGACCTAAGTGGAAATTGCCCTCGTTGTTATAATGCCCCATTTCCTTGTGCGCCG 
TGTAAAAATAATTCTCCCCTACAGATCCCTGTAAATGCTTTTGATGCGCTCACAGAATTAAAAGTTTTACGTCTA 
CACAGTAACTCTCTTCAGCATGTGCCCCCAAGATGGTTTAAGAACATCAACAAACTCCAGGAACTGGATCTGTCC 
CAAAACTTCTTGGCCAAAGAAATTGGGGATGCTAAATTTCTGCATTTTCTCCCCAGCCTCATCCAATTGGATCTG 
TCTTTCAATTTTGAACTTCAGGTCTATCGTGCATCTATGAATCTATCACAAGCATTTTCTTCACTGAAAAGCCTG 
AAAATTCTGCGGATCAGAGGATATGTCTTTAAAGAGTTGAAAAGCTTTAACCTCTCGCCATTACATAATCTTCAA 
AATCTTGAAGTTCTTGATCTTGGCACTT^CTTTATAAAAATTGCTAACCTCAGCATGTTTAAACAATTTAAAAGA 
CTGAAAGTCATAGATCTTTCAGTGAATAAAATATCACCTTCAGGAGATTCAAGTGAAGTTGGCTTCTGCTCAAAT 
GCCAGAACTTCTGTAGAAAGTTATGAACCCCAGGTCCTGGAACAATTACATTATTTCAGATATGATAAGTATGCA 
AGGAGTTGCAGATTCAAAAACAAAGAGGCTTCTTTCATGTCTGTTT^TGAAAGCTGCTACAAGTATGGGCAGACC 
TTGGATCTAAGTAAAAATAGTATATTTTTTGTC7y\GTCCTCTGATTTTCAGCATCTTTCTTTCCTCAAATGCCTG 
AATCTGTCAGGAAATCTCATTAGCCAAACTCTTAATGGCAGTGAATTCCAACCTTTAGCAGAGCTGAGATATTTG 
GACTTCTCCAACAACCGGCTTGATTTACTCCATTCAACAGCATTTGAAGAGCTTCACAAACTGGAAGTTCTGGAT 
ATAAGCAGTAATAGCCATTATTTTCAATCAGAAGGAATTACTCATATGCTAAACTTTACCAAGAACCTAAAGGTT 
CTGCAGAAACTGATGATGAACGACAATGACATCTCTTCCTCCACCAGCAGGACCATGGAGAGTGAGTCTCTTAGA 
ACTCTGGAATTCAGAGGAAATCACTTAGATGTTTTATGGAGAGAAGGTGATAACAGATACTTACAATTATTCAAG 
AATCTGCTAAAATTAGAGGAATTAGACATCTCTAAAAATTCCCTAAGTTTCTTGCCTTCTGGAGTTTTTGATGGT 
ATGCCTCCAAATCTAAAGAATCTCTCTTTGGCCAAAAATGGGCTCAAATCTTTCAGTTGGAAGAAACTCCAGTGT 
CTAAAGAACCTGGAAACTTTGGACCTCAGCCACAACCAACTGACCACTGTCCCTGAGAGATTATCCAACTGTTCC 
AGAAGCCTCAAGAATCTGATTCTTAAGAATAATCAAATCAGGAGTCTGACGAAGTATTTTCTACAAGATGCCTTC 
CAGTTGCGATATCTGGATCTCAGCTCAAATAAAATCCAGATGATCCAAAAGACCAGCTTCCCAGAAAATGTCCTC 
AACAATCTGAAGATGTTGCTTTTGCATCATAATCGGTTTCTGTGCACCTGTGATGCTGTGTGGTTTGTCTGGTGG 
GTTAACCATACGGAGGTGACTATTCCTTACCTGGCCACAGATGTGACTTGTGTGGGGCCAGGAGCACACAAGGGC 
CAAAGTGTGATCTCCCTGGATCTGTACACCTGTGAGTTAGATCTGACTAACCTGATTCTGTTCTCACTTTCCATA 
TCTGTATCTCTCTTTCTCATGGTGATGATGACAGCAAGTCACCTCTATTTCTGGGATGTGTGGTATATTTACCAT 
TTCTGTAAGGCCAAGATAAAGGGGTATCAGCGTCTAATATCACCAGACTGTTGCTATGATGCTTTTATTGTGTAT 
GACACTAAAGACCCAGCTGTGACCGAGTGGGTTTTGGCTGAGCTGGTGGCCAAACTGGAAGACCCAAGAGAGAAA 
CATTTTAATTTATGTCTCGAGGAAAGGGACTGGTTACCAGGGCAGCCAGTTCTGGAAAACCTTTCCCAGAGCATA 
CAGCTTAGCAAAAAGACAGTGTTTGTGATGACAGACAAGTATGCAAAGACTGAAAATTTTAAGATAGCATTTTAC 
TTGTCCCATCAGAGGCTCATGGATGAAAAAGTTGATGTGATTATCTTGATATTTCTTGAGAAGCCCTTTCAGAAG 
TCCAAGTTCCTCCAGCTCCGGAAAAGGCTCTGTGGGAGTTCTGTCCTTGAGTGGCCAACAAACCCGCAAGCTCAC 
CCATACTTCTGGCAGTGTCTAAAGAACGCCCTGGCCACAGACAATCATGTGGCCTATAGTCAGGTGTTCAAGGAA 
ACGGTCTAGCCCTTCTTTGCAAAACACAACTGCCTAGTTTACCAAGGAGAGGCCTGGC 
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FIGURE 358 

MVFPMWTLKRQILILFNIILISKLLGARWFPKTLPCDVTLDVPKNHVIVDCTDKHLTEIPGGI 
PTNTTNLTLTINHIPDISPASFHRLDHLVEIDFRCNCVPIPLGSKNNMCIKRLQIKPRSFSGL 
TYLKSLYLDGNQLLEIPQGLPPSLQLLSLEANNIFSIRKENLTELANIElLYLGQNCYYRNPC 
YVSYSIEKDAFLNLTKLKVLSLKDNNVTAVPTVLPSTLTELYLYNNMIAKIQEDDFNNLNQLQ 
ILDLSGNCPRCYNAPFPCAPCKNNSPLQIPVNAFDALTELKVLRLHSNSLQHVPPRWFKNINK 
LQELDLSQNFLAKEIGDAKFLHFLPSLIQLDLSFNFELQVYRASMNLSQAFSSLKSLKILRIR 
GYVFKELKSFNLSPLHNLQNLEVLDLGTNFIKIANLSMFKQFKRLKVIDLSVNKISPSGDSSE 
VGFCSNARTSVESYEPQVLKQLHYFRYDKYARSCRFKNKEASFiyiSVNESCYKYGQTLDLSKNS 
IFFVKSSDFQHLSFLKCLNLSGNLISQTLNGSEFQPLAELRYLDFSNNRLDLLHSTAFEELHK 
LEVLDISSNSHYFQSEGITHMLNFTKNLKVLQKLMMNDNDISSSTSRTMESESLRTLEFRGNH 
LDVLWREGDNRYLQLFKNLLKLEELDISKNSLSFLPSGVFDGMPPNLKNLSLAKNGLKSFSWK 
KLQCLKNLETLDLSHNQLTTVPERLSNCSRSLKNLILKNNQIRSLTKYFLQDAFQLRYLDLSS 
NKIQMIQKTSFPENVLNNLKMLLLHHNRFLCTCDAVWFVWWVNHTEVTIPYLATDVTCVGPGA 
HKGQSVISLDLYTCELDLTNLILFSLSISVSLFLMVMMTASHLYFWDVWYIYHFCPCAKIKGYQ 
RLISPDCCYDAFIVYDTKDPAVTEWVLAELVAKLEDPREKHFNLCLEERDWLPGQPVLENLSQ 
SIQLSKKTVFVMTDKYAKTENFKIAFYLSHQRLMDEKVDVIILIFLEKPFQKSKFLQLRKRLC 
GSSVLEWPTNPQAHPYFWQCLKNALATDNHVAYSQVFKETV 

Import:an'b fea'tures : 
Signal sequence : 

amino acids 1-26 

Trajismembrane domain: 

amino acids 840-860 
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FIGURE 359 

GACGGCTGGCCACCATGCACGGCTCCTGCAGTTTCCTGATGCTTCTGCTGCCGCTACTGCTAC 
TGCTGGTGGCCACCACAGGCCCCGTTGGAGCCCTCACAGATGAGGAGAAACGTTTGATGGTGG 
AGCTGCACAACCTCTACCGGGCCCAGGTATCCCCGACGGCCTCAGACATGCTGCACATGAGAT 
GGGACGAGGAGCTGGCCGCCTTCGCCAAGGCCTACGCACGGCAGTGCGTGTGGGGCCACT^CA 
AGGAGCGCGGGCGCCGCGGCGAGAATCTGTTCGCCATCACAGACGAGGGCATGGACGTGCCGC 
TGGCCATGGAGGAGTGGCACCACGAGCGTGAGCACTACAACCTCAGCGCCGCCACCTGCAGCC 
CAGGCCAGATGTGCGGCCACTACACGCAGGTGGTATGGGCCAAGACAGAGAGGATCGGCTGTG 
GTTCCCACTTCTGTGAGAAGCTCCAGGGTGTTGAGGAGACCAACATCGAATTACTGGTGTGCA 
ACTATGAGCCTCCGGGGAACGTGAAGGGGAAACGGCCCTACCAGGAGGGGACTCCGTGCTCCC 
AATGTCCCTCTGGCTACCACTGCAAGAACTCCCTCTGTGAACCCATCGGAAGCCCGGAAGATG 
CTCAGGATTTGCCTTACCTGGTAACTGAGGCCCCATCCTTCCGGGCGACTGAAGCATCAGACT 
CTAGG2\AAATGGGTACTCCTTCTTCCCTAGCAACGGGGATTCCGGCTTTCTTGGTAACAGAGG 
TCTCAGGCTCCCTGGCAACCAAGGCTCTGCCTGCTGTGGAAACCCAGGCCCCAACTTCCTTAG 
CAACGAAAGACCCGCCCTCCATGGCAACAGAGGCTCCACCTTGCGTAACAACTGAGGTCCCTT 
CCATTTTGGCAGCTCACAGCCTGCCCTCCTTGGATGAGGAGCCAGTTACCTTCCCCAAATCGA 
CCCATGTTCCTATCCCAAAATCAGCAGACAAAGTGACAGACTyyyVCAAAAGTGCCCTCTAGGA 
GCCCAGAGAACTCTCTGGACCCCAAGATGTCCCTGACAGGGGCAAGGGAACTCCTACCCCATG 
CCCAGGAGGAGGCTGAGGCTGAGGCTGAGTTGCCTCCTTCCAGTGAGGTCTTGGCCTCAGTTT 
TTCCAGCCCAGGACAAGCCAGGTGAGCTGCAGGCCACACTGGACCACACGGGGCACACCTCCT 
CCAAGTCCCTGCCCAATTTCCCCAATACCTCTGCCACCGCTAATGCCACGGGTGGGCGTGCCC 
TGGCTCTGCAGTCGTCCTTGCCAGGTGCAGAGGGCCCTGACAAGCCTAGCGTTGTGTCAGGGC 
TGAACTCGGGCCCTGGTCATGTGTGGGGCCCTCTCCTGGGACTACTGCTCCTGCCTCCTCTGG 
TGTTGGCTGGAATCTTCTjSAATGGGATACCACTCAAAGGGTGAAGAGGTCAGCTGTCCTCCTG 
TCATCTTCCCCACCCTGTCCCCAGCCCCTAAACAAGATACTTCTTGGTTAAGGCCCTCCGGAA 
GGGAi\AGGCTACGGGGCATGTGCCTCATCACACCATCCATCCTGGAGGCACAAGGCCTGGCTG 
GCTGCGAGCTCAGGAGGCCGCCTGAGGACTGCACACCGGGCCCACACCTCTCCTGCCCCTCCC 
TCCTGAGTCCTGGGGGTGGGAGGATTTGAGGGAGCTCACTGCCTACCTGGCCTGGGGCTGTCT 
GCCCACACAGCATGTGCGCTCTCCCTGAGTGCCTGTGTAGCTGGGGATGGGGATTCCTAGGGG 
CAGATGAAGGACi\AGCCCCACTGGAGTGGGGTTCTTTGAGTGGGGGAGGCAGGGACGAGGGAA 
GGAAAGTAACTCCTGACTCTCCAATAAAAACCTGTCCAACCTGTGAAA 
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FIGURE 360 

MHGSCSFLMLLLPLLLLLVATTGPVGALTDEEKRLMVELHNLYRAQVSPTASDMLHMRWDEEL 
AAFAKAYARQCVWGHNKERGRRGENLFAITDEGMDVPLAiyiEEWHHEREHYNLSAATCSPGQMC 
GHYTQVVWAKTERIGCGSHFCEKLQGVEETNIELLVCNYEPPGNVKGKRPYQEGTPCSQCPSG 
YHCKNSLCEPIGSPEDAQDLPYLVTEAPSFRATEASDSRKMGTPSSLATGIPAFLVTEVSGSL 
ATKALPAVETQAPTSLATKDPPSMATEAPPCVTTEVPSIL7U\HSLPSLDEEPVTFPKSTHVPI 
PKSADKVTDKTKVPSRSPENSLDPKMSLTGARELLPHAQEEAEAEAELPPSSEVLASVFPAQD 
KPGELQATLDHTGHTSSKSLPNFPNTSATANATGGRALALQSSLPGAEGPDKPSVVSGLNSGP 
GH VWG PLLGLLLL P PLVLAG I F 

Inqpor-tant: features: 
Signal sequence : 

amino acids 1-22 

N-glycosyXa^xon site. 

amino acids 114-118, 403-407, 409-413 

Glycosamxnoglycan a't^achmen'b sx^e. 

amino acids 439-4 43 

Casein kinase II phosphorylal^ion site. 

amino acids 29-33, 50-54, 156-160, 195-199, 202-206, 299-303 
N-myristoylation siiie. 

amino acids 123-129, 143-149, 152-158, 169-175, 180-186, 231-237, 250-256 

Amidation site. 

amino acids 82-86, 172-176 

Peroxidases proximal heme-ligand signature. 

amino acids 287-298 

Extracellular proteins SCP/Tpx-l/Ag5/PR-l/Sc7 signature 1. 

amino acids 127-138 

Extracellular proteins SCP/Tpx-l/Ag5/PR-l/Sc7 signature 2. 

amino acids 160-172 
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FIGURE 361 

GACTAGTTCTCTTGGAGTCTGGGAGGAGGAAAGCGGAGCCGGCAGGGAGCGAACCAGGACTGG 
GGTGACGGCAGGGCAGGGGGCGCCTGGCCGGGGAGAAGCGCGGGGGCTGGAGCACCACCAACT 
GGAGGGTCCGGAGTAGCGAGCGCCCCGAAGGAGGCCATCGGGGAGCCGGGAGGGGGGACTGCG 
AGAGGACCCCGGCGTCCGGGCTCCCGGTGCCAGCGCTA3EGAGGCCACTCCTCGTCCTGCTGCT 
CCTGGGCCTGGCGGCCGGCTCGCCCCCACTGGACGACAACAAGATCCCCAGCCTCTGCCCGGG 
GCACCCCGGCCTTCCAGGCACGCCGGGCCACCATGGCAGCCAGGGCTTGCCGGGCCGCGATGG 
CCGCGACGGCCGCGACGGCGCGCCCGGGGCTCCGGGAGAGAAAGGCGAGGGCGGGAGGCCGGG 
ACTGCCGGGACCTCGAGGGGACCCCGGGCCGCGAGGAGAGGCGGGACCCGCGGGGCCCACCGG 
GCCTGCCGGGGAGTGCTCGGTGCCTCCGCGATCCGCCTTCAGCGCCAAGCGCTCCGAGAGCCG 
GGTGCCTCCGCCGTCTGACGCACCCTTGCCCTTCGACCGCGTGCTGGTGAACGAGCAGGGACA 
TTACGACGCCGTCACCGGCAAGTTCACCTGCCAGGTGCCTGGGGTCTACTACTTCGCCGTCCA 
TGCCACCGTCTACCGGGCCAGCCTGCAGTTTGATCTGGTGAAGAATGGCGAATCCATTGCCTC 
TTTCTTCCAGTTTTTCGGGGGGTGGCCCAAGCCAGCCTCGCTCTCGGGGGGGGCCATGGTGAG 
GCTGGAGCCTGAGGACC7\AGTGTGGGTGCAGGTGGGTGTGGGTGACTACATTGGCATCTATGC 
CAGCATCAAGACAGACAGCACCTTCTCCGGATTTCTGGTGTACTCCGACTGGCACAGCTCCCC 
AGTCTTTGCT TAG TGCCCACTGCAAAGTGAGCTCATGCTCTCACTCCTAGAAGGAGGGTGTGA 
GGCTGACAACCAGGTCATCCAGGAGGGCTGGCCCCCCTGGAATATTGTGAATGACTAGGGAGG 
TGGGGTAGAGCACTCTCCGTCCTGCTGCTGGCAAGGAATGGGAACAGTGGCTGTCTGCGATCA 
GGTCTGGCAGCATGGGGCAGT.GGCTGGATTTCTGCCCAAGACCAGAGGAGTGTGCTGTGCTGG 
CAAGTGTAAGTCCCCCAGTTGCTCTGGTCCAGGAGCCCACGGTGGGGTGCTCTCTTCCTGGTC 
CTCTGCTTCTCTGGATCCTCCCCACCCCCTCCTGCTCCTGGGGCCGGCCCTTTTCTCAGAGAT 
CACTCAATAAACCTAAGAACCCTCATAAAAAAAAAAAAAAAAAAAAAAAAAAAA 



BNSOOCIO: <WO 014046eA2 I > 



wo 01/40466 



PCT/USOO/32678 



362/550 

FIGURE 362 

MRPLLVLLLLGLAAGSPPLDDNKIPSLCPGHPGLPGTPGHHGSQGLPGRDGRDGRDGAPGAPG 
EKGEGGRPGLPGPRGDPGPRGEAGPAGPTGPAGECSVPPRSAFSAKRSESRVPPPSDAPLPFD 
RVLVNEQGHYDAVTGKFTCQVPGVYYFAVHATVYRASLQFDLVKNGESIASFFQFFGGWPKPA 
SLSGGAMVRLEPEDQVWVQVGVGDYIGIYASIKTDSTFSGFLVYSDWHSSPVFA 

Important: features : 
Signal sequence . 

amino acids 1-15 

N-myrxstoylati-on sites . 

amino acids 11-17, 68-74, 216-222 

Cell attachment sequence. 

amino acids 77-80 
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FIGURE 363 

GGAGAGCGGAGCGAAGCTGGATAACAGGGGACCGMGATGTGGCGACCATCAGTTCTGCTGCT 
TCTGTTGCTACTGAGGCACGGGGCCCAGGGGAAGCCATCCCCAGACGCAGGCCCTCATGGCCA 
GGGGAGGGTGCACCAGGCGGCCCCCCTGAGCGACGCTCCCCATGATGACGCCCACGGGAACTT 
CCAGTACGACCATGAGGCTTTCCTGGGACGGGAAGTGGCCAAGGAATTCGACCAACTCACCCC 
AGAGGAAAGCCAGGCCCGTCTGGGGCGGATCGTGGACCGCATGGACCGCGCGGGGGACGGCGA 
CGGCTGGGTGTCGCTGGCCGAGCTTCGCGCGTGGATCGCGCACACGCAGCAGCGGCACATACG 
GGACTCGGTGAGCGCGGCCTGGGACACGTACGACACGGACCGCGACGGGCGTGTGGGTTGGGA 
GGAGCTGCGCAACGCCACCTATGGCCACTACGCGCCCGGTGAAGAATTTCATGACGTGGAGGA 
TGCAGAGACCTACAAAAAGATGCTGGCTCGGGACGAGCGGCGTTTCCGGGTGGCCGACCAGGA 
TGGGGACTCGATGGCCACTCGAGAGGAGCTGACAGCCTTCCTGCACCCCGAGGAGTTCCCTCA 
CATGCGGGACATCGTGATTGCTGAAACCCTGGAGGACCTGGACAGAAACAAAGATGGCTATGT 
CCAGGTGGAGGAGTACATCGCGGATCTGTACTCAGCCGAGCCTGGGGAGGAGGAGCCGGCGTG 
GGTGCAGACGGAGAGGCAGCAGTTCCGGGACTTCCGGGATCTGAACAAGGATGGGCACCTGGA 
TGGGAGTGAGGTGGGCCACTGGGTGCTGCCCCCTGCCCAGGACCAGCCCCTGGTGGAAGCCAA 
CCACCTGCTGCACGAGAGCGACACGGACAAGGATGGGCGGCTGAGCAAAGCGGAAATCCTGGG 
TAATTGGAACATGTTTGTGGGCAGTCAGGCCACCAACTATGGCGAGGACCTGACCCGGCACCA 
CGATGAGCTGTGAGCACCGCGCACCTGCCACAGCCTCAGAGGCCCGCACAATGACCGGAGGAG 
GGGCCGCTGTGGTCTGGCCCCCTCCCTGTCCAGGCCCCGCAGGAGGCAGATGCAGTCCCAGGC 
ATCCTCCTGCCCCTGGGCTCTCAGGGACCCCCTGGGTCGGCTTCTGTCCCTGTCACACCCCCA 
ACCCCAGGGAGGGGCTGTCATAGTCCCAGAGGATAAGCAATACCTATTTCTGACTGAGTCTCC 
CAGCCCAGACCCAGGGACCCTTGGCCCCAAGCTCAGCTCTAAGAACCGCCCCAACCCCTCCAG 
CTCCAAATCTGAGCCTCCACCACATAGACTGAAACTCCCCTGGCCCCAGCCCTCTCCTGCCTG 
GCCTGGCCTGGGACACCTCCTCTCTGCCAGGAGGCAATAAAAGCCAGCGCCGGGACCTTGAAA 
AAAAAAAAAA7\AAAAAAAAAAAAAAAAAAAA7W\A7Uy^AAAAAAAAAAAAAAAA 
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FIGURE 364 

MMWRPSVLLLLLLLRHGAQGKPSPDAGPHGQGRVHQAAPLSDAPHDDAHGNFQYDHEAFLGRE 
VAKEFDQLTPEESQARLGRIVDRMDEIAGDGDGWVSLAELRAWIAHTQQRHIRDSVSAAWDTYD 
TDRDGRVGWEELRNATYGHYAPGEEFHDVEDAETYKKMLARDERRFRVADQDGDSMATREELT 
AFLHPEEFPHMRDIVIAETLEDLDRNKDGYVQVEEYIADLYSAEPGEEEPAWVQTERQQFRDF 
RDLNKDGHLDGSEVGHWVLPPAQDQPLVEANHLLHESDTDKDGRLSKAEILGNWNMFVGSQAT 
NYGEDLTRHHDEL 



Important features : 
Signal sequence : 

amino acids 1-20 

N-glycosyla'txon sxt:e . 

amino acids 140-144 

Casein kinase II phosphoryla-tion sit;e. 

amino acids 72-76, 98-102, 127-131, 184-188, 208-212, 289-293, 
291-295, 298-302 

N-myrist;oyla'kion site . 

amino acids 263-269, 311-317 

Endoplasmic re'ticulum terge^ing sequence « 

amino acids 325-330 
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FIGURE 365 

GTCTGTTCCCAGGAGTCCTTCGGCGGCTGTTGTGTCAGTGGCCTGATCGCGATGGGGACAAAG 
GCGCAAGTCGAGAGGAAACTGTTGTGCCTCTTCATATTGGCGATCCTGTTGTGCTCCCTGGCA 
TTGGGCAGTGTTACAGTGCACTCTTCTGAACCTGAAGTCAGAATTCCTGAGAATAATCCTGTG 
AAGTTGTCCTGTGCCTACTCGGGCTTTTCTTCTCCCCGTGTGGAGTGGAAGTTTGACCAAGGA 
GACACCACCAGACTCGTTTGCTATAATAACAAGATCACAGCTTCCTATGAGGACCGGGTGACC 
TTCTTGCCAACTGGTATCACCTTCAAGTCCGTGACACGGGAAGACACTGGGACATACACTTGT 
ATGGTCTCTGAGGAAGGCGGCAACAGCTATGGGGAGGTCAAGGTCAAGCTCATCGTGCTTGTG 
CCTCCATCCAAGCCTACAGTTAACATCCCCTCCTCTGCCACCATTGGGi^ACCGGGCAGTGCTG 
ACATGCTCAGAACAAGATGGTTCCCCACCTTCTGAATACACCTGGTTCAAAGATGGGATAGTG 
ATGCCTACGAATCCCAAAAGCACCCGTGCCTTCAGCAACTCTTCCTATGTCCTGAATCCCACA 
ACAGGAGAGCTGGTCTTTGATCCCCTGTCAGCCTCTGATACTGGAGAATACAGCTGTGAGGCA 
CGGAATGGGTATGGGACACCCATGACTTCAAATGCTGTGCGCATGGAAGCTGTGGAGCGGAAT 
GTGGGGGTCATCGTGGCAGCCGTCCTTGTAACCCTGATTCTCCTGGGAATCTTGGTTTTTGGC 
ATCTGGTTTGCCTATAGCCGAGGCCACTTTGACAGAACAAAGAAAGGGACTTCGAGTAAGAAG 
GTGATTTACAGCCAGCCTAGTGCCCGAAGTGAAGGAGAATTCAAACAGACCTCGTCATTCCTG 
GTGTGAGCCTGGTCGGCTCACCGCCTATCATCTGCATTTGCCTTACTCAGGTGCTACCGGACT 
CTGGCCCCTGATGTCTGTAGTTTCACAGGATGCCTTATTTGTCTTCTACACCCCACAGGGCCC 
CCTACTTCTTCGGATGTGTTTTTAATAATGTCAGCTATGTGCCCCATCCTCCTTCATGCCCTC 
CCTCCCTTTCCTACCACTGCTGAGTGGCCTGGAACTTGTTTAAAGTGTTTATTCCCCATTTCT 
TTGAGGGATCAGGAAGGAATCCTGGGTATGCCATTGACTTCCCTTCTAAGTAGACAGCAAAAA 
TGGCGGGGGTCGCAGGAATCTGCACTCAACTGCCCACCTGGCTGGCAGGGATCTTTGAATAGG 
TATCTTGAGCTTGGTTCTGGGCTCTTTCCTTGTGTACTGACGACCAGGGCCAGCTGTTCTAGA 
GCGGGAATTAGAGGCTAGAGCGGCTGAAATGGTTGTTTGGTGATGACACTGGGGTCCTTCCAT 
CTCTGGGGCCCACTCTCTTCTGTCTTCCCATGGGAAGTGCCACTGGGATCCCTCTGCCCTGTC 
CTCCTGAATACAAGCTGACTGACATTGACTGTGTCTGTGGAAAATGGGAGCTCTTGTTGTGGA 
GAGCATAGTAAATTTTCAGAGAACTTGAAGCCAAAAGGATTTAAAACCGCTGCTCTAAAGAAA 
AGAAAACTGGAGGCTGGGCGCAGTGGCTCACGCCTGTAATCCCAGAGGCTGAGGCAGGCGGAT 
CACCTGAGGTCGGGAGTTCGGGATCAGCCTGACCAACATGGAGAAACCCTACTGGAAATACAA 
AGTTAGCCAGGCATGGTGGTGCATGCCTGTAGTCCCAGCTGCTCAGGAGCCTGGCAACAAGAG 
CAAAACTCCAGCTCAAAAAAAAAAAAAAAA 
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FIGURE 366 

MGTKAQVERKLLCLFILAILLCSLALGSVTVHSSEPEVRIPENNPVKLSCAYSGFSSPRVEWK 
FDQGDTTRLVCYNNKITASYEDRVTFLPTGITFKSVTREDTGTYTCMVSEEGGNSYGEVKVKL 
IVLVPPSKPTVNIPSSATIGNRAVLTCSEQDGSPPSEYTWFKDGIVMPTNPKSTRAFSNSSYV 
LNPTTGELVFDPLSASDTGEYSCEARNGYGTPMTSNAVRMEAVERNVGVIVAAVLVTLILLGI 
LVFGIWFAYSRGHFDRTKKGTSSKKVIYSQPSARSEGEFKQTSSFLV 

Import:ant: fea'bures : 
Signal seqpience : 

amino acids 1-27 

Transmembrane domain: 

amino acids 238-255 

N-glycosyla-tion s±t:e . 

amino acids 185-189 

cAMP- and cGMP-dependent: pro1:eln kinase phosphorylation sxiie. 

amino acids 270-274 

Casein kinase II phosphorylation site. 

amino acids 34-38, 82-86, 100-104, 118-122, 152-156, 154-158, 
193-197, 203-207, 287-291 

N-myr± stoylation site . 

amino acids 105-111, 116-122, 158-164, 219-225, 237-243, 256-262 
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FIGURE 367 

GGGGAGAGGAATTGACCATGTAAAAGGAGACTTTTTTTTTTGGTGGTGGTGGCTGTTGGGTGCCTTGCAAAAATG 
AAGGATGCAGGACGCAGCTTTCTCCTGGAACCGAACGCAATGGATAAACTGATTGTGCAAGAGAGAAGGAAGAAC 
GAAGCTTTTTCTTGTGAGCCCTGGATCTTAACACAAATGTGTATATGTGCACACAGGGAGCATTCAAGAATGAAA 
TAAACCAGAGTTAGACCCGCGGGGGTTGGTGTGTTCTGACATAAATAftATT^TCTTAAAGCAGCTGTTCCCCTCC 
CCACCCCCAAAAAAi\AGGATGATTGGAAATGAAG7yVCCGAGGATTCACAAAGAAAAAAGTATGTTCATTTTTCTC 
TATAAAGGAGAAAGTGAGCCAAGGAGATATTTTTGGAATGAAAAGTTTGGGGCTTTTTTAGTAAAGTAAAGAACT 
GGTGTGGTGGTGTTTTCCTTTCTTTTTGAATTTCCCACAAGAGGAGAGGAAATTAATAATACATCTGCAAAGAAA 
TTTCAGAGAAGAAAAGTTGACCGCGGCAGATTGAGGCATTGATTGGGGGAGAGAAACCAGCAGAGCACAGTTGGA 
TTTGTGCCTATGTTGACTAAAATTGACGGATAATTGCAGTTGGATTTTTCTTCATCAACCTCCTTTTTTTTT^AAT 
TTTTATTCCTTTTGGTATCAAGATCATGCGTTTTCTCTTGTTCTTAACCACCTGGATTTCCATCTGGATGTTGCT 
GTGATCAGTCTGAAATACAACTGTTTGAATTCCAGAAGGACCAACACCAGATAT^TTATGAMGTTGAACAAGAT 
GACCTTACATCCACAGCAGATAATGATAGGTCCTAGGTTTAACAGGGCCCTATTTGACCCCCTGCTTGTGGTGCT 
GCTGGCTCTTCAACTTCTTGTGGTGGCTGGTCTGGTGCGGGCTCAGACCTCCCCTTCTGTGTGCTCCTGCAGCAA 
CCAGTTCAGCAAGGTGATTTGTGTTCGGAAAAACCTGCGTGAGGTTCCGGATGGCATCTCCACCAACACACGGCT 
GCTGAACCTCCATGAGAACCAAATCCAGATCATCAAAGTGAACAGCTTCAAGCACTTGAGGCACTTGGAAATCCT 
ACAGTTGAGTAGGAACCATATCAGAACCATTGAAATTGGGGCTTTCAATGGTCTGGCGAACCTCAACACTCTGGA 
ACTCTTTGACAATCGTCTTACTACCATCCCGAATGGAGCTTTTGTATACTTGTCTAAACTGAAGGAGCTCTGGTT 
GCGAAACAACCCCATTGAAAGCATCCCTTCTTATGCTTTTAACAGAATTCCTTCTTTGCGCCGACTAGACTTAGG 
GGAATTGAAAAGACTTTCATACATCTCAGAAGGTGCCTTTGAAGGTCTGTCCAACTTGAGGTATTTGAACCTTGC 
CATGTGCAACCTTCGGGAAATCCCTAACCTCACACCGCTCATAAAACTAGATGAGCTGGATCTTTCTGGGAATCA 
TTTATCTGCCATCAGGCCTGGCTCTTTCCAGGGTTTGATGCACCTTCAAAAACTGTGGATGATACAGTCCCAGAT 
TCAAGTGATTGAACGGAATGCCTTTGACAACCTTCAGTCACTAGTGGAGATCAACCTGGCACACAATAATCTAAC 
ATTACTGCCTCATGACCTCTTCACTCCCTTGCATCATCTAGAGCGGATACATTTACATCACAACCCTTGGAACTG 
TAACTGTGACATACTGTGGCTCAGCTGGTGGATAAAAGACATGGCCCCCTCGAACACAGCTTGTTGTGCCCGGTG 
TAACACTCCTCCCAATCTAAAGGGGAGGTACATTGGAGAGCTCGACCAGAATTACTTCACATGCTATGCTCCGGT 
GATTGTGGAGCCCCCTGCAGACCTCAATGTCACTGAAGGCATGGCAGCTGAGCTGAAATGTCGGGCCTCCACATC 
CCTGACATCTGTATCTTGGATTACTCCAAATGGAACAGTCATGACACATGGGGCGTACAAAGTGCGGATAGCTGT 
GCTCAGTGATGGTACGTTAAATTTCACAAATGTAACTGTGCAAGATACAGGCATGTACACATGTATGGTGAGTAA 
^ TTCCGTTGGGAATACTACTGCTTCAGCCACCCTGAATGTTACTGCAGCAACCACTACTCCTTTCTCTTACTTTTC 
AACCGTCACAGTAGAGACTATGGAACCGTCTCAGGATGAGGCACGGACCACAGATAACAATGTGGGTCCCACTCC 
AGTGGTCGACTGGGAGACCACCAATGTGACCACCTCTCTCACACCACAGAGCACAAGGTCGACAGAGAAT^CCTT 
CACCATCCCAGTGACTGATATAAACAGTGGGATCCCAGGAATTGATGAGGTCATGAAGACTACCAAAATCATCAT 
TGGGTGTTTTGTGGCCATCACACTCATGGCTGCAGTGATGCTGGTCATTTTCTACAAGATGAGGAAGCAGCACCA 
TCGGCAAAACCATCACGCCCCAACAAGGACTGTTGAAATTATTAATGTGGATGATGAGATTACGGGAGACACACC 
CATGGAAAGCCACCTGCCCATGCCTGCTATCGAGCATGAGCACCTAAATCACTATAACTCATACAAATCTCCCTT 
CAACCACACAACAACAGTTAACACAATAAATTCAATACACAGTTCAGTGCATGAACCGTTATTGATCCGAATGAA 
CTCTAAAGACAATGTACAAGAGACTCAAATC TAA AACATTTACAGAGTTACAAAAAACAAACAATCAAAAAAAAA 
GACAGTTTATTAAAAATGACACAAATGACTGGGCTAAATCTACTGTTTCAAAAAAGTGTCTTTACAAAAAAACAA 
AAAAGAAAAGAAATTTATTTATTAAAAATTCTATTGTGATCTAAAGCAGACAAAAA 
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FIGURE 368 

MLNKMTLHPQQIMIGPRFNRALFDPLLVVLLALQLLVVAGLVRAQTCPSVCSCSNQFSKVICVRKNLREVPDGIS 
TNTRLLNLHENQIQIIKVNSFKHLRHLEILQLSRNHIRTIEIGAFNGLANLNTLELFDNRLTTIPNGAFVYLSKL 
KELWLRNNPIESIPSYAFNRIPSLRRLDLGELKRLSYISEGAFEGLSNLRYLNIAMCNLREIPNLTPLIKLDELD 
LSGNHLSAIRPGSFQGLMHLQKLWMIQSQIQVIERNAFDNLQSLVEINLAHNNLTLLPHDLFTPLHHLERIHLHH 
NPWNCNCDILWLSWWIKDMAPSNTACCARCNTPPNLKGRYIGELDQNYFTCYAPVIVEPPADLNVTEG^4AAELKC 
RASTSLTSVSWITPNGTVMTHGAYKVRIAVLSDGTLNFTNVTVQDTGMYTCMVSNSVGNTTASATLNVTAATTTP 
FSYFSTVTVETMEPSQDEARTTDNNVGPTPVVDWETTNVTTSLTPQSTRSTEKTFTIPVTDINSGIPGIDEVMKT 
TKIIIGCFVAITLMAAVMLVIFYKMRKQHHRQNHHAPTRTVEIINVDDEITGDTPMESHLPMPAIEHEHLNHYNS 
YKSPF^3HTTTVNTINSIHSSVHEPLLIPJ^^NSKDMVGETQI 

Importen^ features: 
Signal sequence: 

amino acids 1-44 

Transmembrane domain: 

amino acids 523-543 

N-glycosyla'tion si.t.e • 

amino acids 278-282, 364-368, 390-394, 412-416, 415-419, 434-438, 442-446, 
488-492, 606-610 

cAMP* and cGMP-dependent: protein kinase phosphorylation site. 

amino acids 183-187 

Casein kinase II phosphorylation site . 

amino acids 268-272, 417-421, 465-469, 579-583, 620-624 
M-myrlstoylatlon site. 

amino acids . 40-46, 73-79, 118-124, 191-197, 228-234, 237-243, 391-397, 
422-428, 433-439, 531-537 
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FIGURE 369 

CAAAACTTGCGTCGCGGAGAGCGCCCAGCTTGACTTGAATGGAAGGAGCCCGAGCCCGCGGAGCGCAGCTGAGAC 

TGGGGGAGCGCGTTCGGCCTGTGGGGCGCCGCTCGGCGCCGGGGCGCAGCAGGGAAGGGGAAGCTGTGGTCTGCC 

CTGCTCCACGAGGCGCCACTGGTGTGAACCGGGAGAGCCCCTGGGTGGTCCCGTCCCCTATCCCTCCTTTATATA 

GAAACCTTCCACACTGGGAAGGCAGCGGCGAGGCAGGAGGGCTCATGGTGAGCAAGGAGGCCGGCTGATCTGCAG 

GCGCACAGCATTCCGAGTTTACAGATTTTTACAGATACCAAATGGAAGGCGAGGAGGCAGAACAGCCTGCCTGGT 

TCCATCAGCCCTGGCGCCCAGGCGCATCTGACTCGGCACCCCCTGCAGGCACCATGGCCCAGAGCCGGGTGCTGC 

TGCTCCTGCTGCTGCTGCCGCCACAGCTGCACCTGGGACCTGTGCTTGCCGTGAGGGCCCCAGGATTTGGCCG7\A 

GTGGCGGCCACAGCCTGAGCCCCGAAGAGAACGAATTTGCGGAGGAGGAGCCGGTGCTGGTACTGAGCCCTGAGG 

AGCCCGGGCCTGGCCCAGCCGCGGTCAGCTGCCCCCGAGACTGTGCCTGTTCCCAGGAGGGCGTCGTGGACTGTG 

GCGGTATTGACCTGCGTGAGTTCCCGGGGGACCTGCCTGAGCACACCAACCACCTATCTCTGCAGAACAACCAGC 

TGGAAAAGATCTACCCTGAGGAGCTCTCCCGGCTGCACCGGCTGGAGACACTGAACCTGCAAAACAACCGCCTGA 

CTTCCCGAGGGCTCCCAGAGTy^GGCGTTTGAGCATCTGACCAACCTCAATTACCTGTACTTGGCCAATAACAAGC 

TGACCTTGGCACCCCGCTTCCTGCCAAACGCCCTGATCAGTGTGGACTTTGCTGCCAACTATCTCACCAAGATCT 

ATGGGCTCACCTTTGGCCAGAAGCCAAACTTGAGGTCTGTGTACCTGCACAACAACAAGCTGGCAGACGCCGGGC 

TGCCGGACAACATGTTCAACGGCTCCAGCAACGTCGAGGTCCTCATCCTGTCCAGCAACTTCCTGCGCCACGTGC 

CCAAGCACCTGCCGCCTGCCCTGTACAAGCTGCACCTCAAGAACAACAAGCTGGAG7UVGATCCCCCCGGGGGCCT 

TCAGCGAGCTGAGCAGCCTGCGCGAGCTATACCTGCAGAACAACTACCTGACTGACGAGGGCCTGGACAACGAGA 

CCTTCTGGAAGCTCTCCAGCCTGGAGTACCTGGATCTGTCCAGCAACAACCTGTCTCGGGTCCCAGCTGGGCTGC 

CGCGCAGCCTGGTGCTGCTGCACTTGGAGAAGAACGCCATCCGGAGCGTGGACGCGAATGTGCTGACCCCCATCC 

GCAGCCTGGAGTACCTGCTGCTGCACAGCAACCAGCTGCGGGAGCAGGGCATCCACCCACTGGCCTTCCAGGGCC 

TCAAGCGGTTGCACACGGTGCACCTGTACAACAACGCGCTGGAGCGCGTGCCCAGTGGCCTGCCTCGCCGCGTGC 

GCACCCTCATGATCCTGCACAACCAGATCACAGGCATTGGCCGCGAAGACTTTGCCACCACCTACTTCCTGGAGG 

AGCTCAACCTCAGCTACAACCGCATCACCAGCCCACAGGTGCACCGCGACGCCTTCCGCAAGCTGCGCCTGCTGC 

GCTCGCTGGACCTGTCGGGCAACCGGCTGCACACGCTGCCACCTGGGCTGCCTCGAAATGTCCATGTGCTGAAGG 

TCAAGCGCAATGAGCTGGCTGCCTTGGCACGAGGGGCGCTGGCGGGCATGGCTCAGCTGCGTGAGCTGTACCTCA 

CCAGCAACCGACTGCGCAGCCGAGCCCTGGGCCCCCGTGCCTGGGTGGACCTCGCCCATCTGCAGCTGCTGGACA 

TCGCCGGGAATCAGCTCACAGAGATCCCCGAGGGGCTCCCCGAGTCACTTGAGTACCTGTACCTGCAGAACAACA' 

AGATTAGTGCGGTGCCCGCCAATGCCTTCGACTCCACGCCCAACCTCAAGGGGATCTTTCTCAGGTTTAACAAGC 

TGGCTGTGGGCTCCGTGGTGGACAGTGCCTTCCGGAGGCTGAAGCACCTGCAGGTCTTGGACATTGAAGGCAACT 

TAGAGTTTGGTGACATTTCCAAGGACCGTGGCCGCTTGGGGAAGGAAAAGGAGGAGGAGGAAGAGGAGGAGGAGG 

AGGAAGAGGAAACAAGA TAG TGACAAGGTGATGCAGATGTGACCTAGGATGATGGACCGCCGGACTCTTTTCTGC 

AGCACACGCCTGTGTGCTGTGAGCCCCCCACTCTGCCGTGCTCACACAGACACACCCAGCTGCACACATGAGGCA 

TCCCACATGACACGGGCTGACACAGTCTCATATCCCCACCCCTTCCCACGGCGTGTCCCACGGCCAGACACATGC 

ACACACATCACACCCTCAAACACCCAGCTCAGCCACACACAACTACCCTCCAAACCACCACAGTCTCTGTCACAC 

CCCCACTACCGCTGCCACGCCCTCTGAATCATGCAGGGAAGGGTCTGCCCCTGCCCTGGCACACACAGGCACCCA 

TTCCCTCCCCCTGCTGACATGTGTATGCGTATGCATACACACCACACACACACACATGCACAAGTCATGTGCGAA 

CAGCCCTCCAAAGCCTATGCCACAGACAGCTCTTGCCCCAGCCAGAATCAGCCATAGCAGCTCGCCGTCTGCCCT 

GTCCATCTGTCCGTCCGTTCCCTGGAGAAGACACAAGGGTATCCATGCTCTGTGGCCAGGTGCCTGCCACCCTCT 

GGAACTCACAAAAGCTGGCTTTTATTCCTTTCCCATCCTATGGGGACAGGAGCCTTCAGGACTGCTGGCCTGGCC 

TGGCCCACCCTGCTCCTCCAGGTGCTGGGCAGTCACTCTGCTAAGAGTCCCTCCCTGCCACGCCCTGGCAGGACA 

CAGGCACTTTTCCAATGGGCAAGCCCAGTGGAGGCAGGATGGGAGAGCCCCCTGGGTGCTGCTGGGGCCTTGGGG 

CAGGAGTG7VAGCAGAGGTGATGGGGCTGGGCTGAGCCAGGGAGGAAGGACCCAGCTGCACCTAGGAGACACCTTT 

GTTCTTCAGGCCTGTGGGGGAAGTTCCGGGTGCCTTTATTTTTTATTCTTTTCTAAGGAAAAAAATGATAAAAAT 

CTCAAAGCTGATTTTTCTTGTTATAGAAAAACTAATATAAAAGCATTATCCCTATCCCTGCAAAAAAAAAA 
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FIGURE 370 

MEGEEAEQPAWFHQPWRPGASDSAPPAGTMAQSRVLLLLLLLPPQLHLGPVLAVRAPGFGRSG 
GHSLSPEENEFAEEEPVLVLSPEEPGPGPAAVSCPRDCACSQEGVVDCGGIDLREFPGDLPEH 
TNHLSLQNNQLEKIYPEELSRLHRLETLNLQNNRLTSRGLPEKAFEHLTNLNYLYLANNKLTL 
APRFLPNALISVDFAANYLTKIYGLTFGQKPNLRSVYLHNNKLADAGLPDNMFNGSSNVEVLI 
LSSNFLRHVPKHLPPALYKLHLKNNKLEKIPPGAFSELSSLRELYLQNNYLTDEGLDNETFWK 
LSSLEYLDLSSNNLSRVPAGLPRSLVLLHLEKNAIRSVDANVLTPIRSLEYLLLHSNQLREQG 
IHPLAFQGLKRLHTVHLYNNALERVPSGLPRRVRTLMILHNQITGIGREDFATTYFLEELNLS 
YNRITSPQVHRDAFRKLRLLRSLDLSGNRLHTLPPGLPRNVHVLKVKRNELAALARGALAGMA 
QLRELYLTSNRLRSRALGPRAWVDLAHLQLLDIAGNQLTEIPEGLPESLEYLYLQNNKISAVP 
ANAFDSTPNLKGIFLRFNKLAVGSVVDSAFRRLKHLQVLDIEGNLEFGDISKDRGRLGKEKEE 
EEEEEEEEEETR 

Inpor'tan'b £eat:ures : 
Signal sequence : 

amino acids 1-4 8 

N-glYcosylat:xon sxt:e . 

amino acids 243-247, 310-314, 328-332, 439-443 
Casein kinase II phosphoryla'tlon slt:e. 

amino acids 68-72, 84-88, 246-250, 292-296, 317-321, 591-595 
N-myrlst:oyla'tlon sl-te • 

amino acids 19-25, 107-113, 213-219, 217-223, 236-242, 335-341, 
477-483, 498-502, 539-545, 548-554 

Leucine zipper pa'btern. 

amino acids 116-138, 251-273, 258-280, 322-344, 464-486, 471-493, 
535-557 
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FIGURE 371 

CACTTTCTCCCTCTCTTCCTTTACTTTCGAGAAACCGCGCTTCCGCTTCTGGTCGCAGAGACCTCGGAGACCGCG 
CCGGGGAGACGGAGGTGCTGTGGGTGGGGGGGACCTGTGGCTGCTCGTACCGCCCCCCACCCTCCTCTTCTGCAC 
TGCCGTCCTCCGGAAGACCTTTTCCCCTGCTCTGTTTCCTTCACCGAGTCTGTGCATCGCCCCGGACCTGGCCGG 
GAGGAGGCTTGGCCGGCGGGAGATGCTCTAGGGGCGGCGCGGGAGGAGCGGCCGGCGGGACGGAGGGCCCGGCAG 
GAAGATGGGCTCCCGTGGACAGGGACTCTTGCTGGCGTACTGCCTGCTCCTTGCCTTTGCCTCTGGCCTGGTCCT 
GAGTCGTGTGCCCCATGTCCAGGGGGAACAGCAGGAGTGGGAGGGGACTGAGGAGCTGCCGTCGCCTCCGGACCA 
TGCCGAGAGGGCTGAAGAACAACATGAAAAATACAGGCCCAGTCAGGACCAGGGGCTCCCTGCTTCCCGGTGCTT 
GCGCTGCTGTGACCCCGGTACCTCCATGTACCCGGCGACCGCCGTGCCCCAGATCAACATCACTATCTTGAAAGG 
GGAGAAGGGTGACCGCGGAGATCGAGGCCTCCAAGGGA7UVTATGGCAAAACAGGCTCAGCAGGGGCCAGGGGCCA 
CACTGGACCCAAAGGGCAGAAGGGCTCCATGGGGGCCCCTGGGGAGCGGTGCAAGAGCCACTACGCCGCCTTTTC 
GGTGGGCCGGAAGAAGCCCATGCACAGCAACCACTACTACCAGACGGTGATCTTCGACACGGAGTTCGTGAACCT 
CTACGACCACTTCAACATGTTCACCGGC7VAGTTCTACTGCTACGTGCCCGGCCTCTACTTCTTCAGCCTCAACGT 
GCACACCTGGAACCAGAAGGAGACCTACCTGCACATCATGAAGAACGAGGAGGAGGTGGTGATCTTGTTCGCGCA 
GGTGGGCGACCGCAGCATCATGCAAAGCCAGAGCCTGATGCTGGAGCTGCGAGAGCAGGACCAGGTGTGGGTACG 
CCTCTACAAGGGCGAACGTGAGAACGCCATCTTCAGCGAGGAGCTGGACACCTACATCACCTTCAGTGGCTACCT 
GGTCAAGCACGCCACCGAGCCCTAGCTGGCCGGCCACCTCCTTTCCTCTCGCCACCTTCCACCCCTGCGCTGTGC 
TGACCCCACCGCCTCTTCCCCGATCCCTGGACTCCGACTCCCTGGCTTTGGCATTCAGTGAGACGCCCTGCACAC 
ACAGAAAGCCAAAGCGATCGGTGCTCCCAGATCCCGCAGCCTCTGGAGAGAGCTGACGGCAGATGAAATCACCAG 
GGCGGGGCACCCGCGAGAACCCTCTGGGACCTTCCGCGGCCCTCTCTGCACACATCCTCAAGTGACCCCGCACGG 
CGAGACGCGGGTGGCGGCAGGGCGTCCCAGGGTGCGGCACCGCGGCTCCAGTCCTTGGAAATAATTAGGCAAATT 
CTAAAGGTCTCAAAAGGAGCAAAGTAAACCGTGGAGGACA7VAGAAAAGGGTTGTTATTTTTGTCTTTCCAGCCAG 
CCTGCTGGCTCCCAAGAGAGAGGCCTTTTCAGTTGAGACTCTGCTTAAGAGAAGATCCAAAGTTAAAGCTCTGGG 
GTCAGGGGAGGGGCCGGGGGCAGGAAACTACCTCTGGCTTAATTCTTTTAAGCCACGTAGGAACTTTCTTGAGGG 
ATAGGTGGACCCTGACATCCCTGTGGCCTTGCCCAAGGGCTCTGCTGGTCTTTCTGAGTCACAGCTGCGAGGTGA 
TGGGGGCTGGGGCCCCAGGCGTCAGCCTCCCAGAGGGACAGCTGAGCCCCCTGCCTTGGCTCCAGGTTGGTAGAA 
GCAGCCGAAGGGCTCCTGACAGTGGCCAGGGACCCCTGGGTCCCCCAGGCCTGCAGATGTTTCTATGAGGGGCAG 
AGCTCCTTGGTACATCCATGTGTGGCTCTGCTCCACCCCTGTGCCACCCCAGAGCCCTGGGGGGTGGTCTCCATG 
CCTGCCACCCTGGCATCGGCTTTCTGTGCCGCCTCCCACACAAATCAGCCCCAGAAGGCCCCGGGGCCTTGGCTT 
CTGTTTTTTAT7\AAACACCTCAAGCAGCACTGCAGTCTCCCATCTCCTCGTGGGCTAAGCATCACCGCTTCCACG 
TGTGTTGTGTTGGTTGGCAGCAAGGCTGATCCAGACCCCTTCTGCCCCCACTGCCCTCATCCAGGCCTCTGACCA 
GTAGCCTGAGAGGGGCTTTTTCTAGGCTTCAGAGCAGGGGAGAGCTGGAAGGGGCTAGAAAGCTCCCGCTTGTCT 
GTTTCTCAGGCTCCTGTGAGCCTCAGTCCTGAGACCAGAGTCAAGAGGAAGTACACGTCCCAATCACCCGTGTCA 
GGATTCACTCTCAGGAGCTGGGTGGCAGGAGAGGCAATAGCCCCTGTGGCAATTGCAGGACCAGCTGGAGCAGGG 
TTGCGGTGTCTCCACGGTGCTCTCGCCCTGCCCATGGCCACCCCAGACTCTGATCTCCAGGAACCCCATAGCCCC 
TCTCCACCTCACCCCATGTTGATGCCCAGGGTCACTCTTGCTACCCGCTGGGCCCCCAAACCCCCGCTGCCTCTC 
TTCCTTCCCCCCATCCCCCACCTGGTTTTGACTAATCCTGCTTCCCTCTCTGGGCCTGGCTGCCGGGATCTGGGG 
TCCCTAAGTCCCTCTCTTTAAAGAACTTCTGCGGGTCAGACTCTGAAGCCGAGTTGCTGTGGGCGTGCCCGGAAG 
CAGAGCGCCACACTCGCTGCTTAAGCTCCCCCAGCTCTTTCCAGAAAACATTAAACTCAGT^TTGTGTTTTCAA 
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FIGURE 372 

MGSRGQGLLLAYCLLLAFASGLVLSRVPHVQGEQQEWEGTEELPSPPDHAERAEEQHEKYRPS 
QDQGLPASRCLRCCDPGTSMYPATAVPQINITILKGEKGDRGDRGLQGKYGKTGSAGARGHTG 
PKGQKGSMGAPGERCKSHYAAFSVGRKKPMHSNHYYQTVIFDTEFVNLYDHFNMFTGKFYCYV 
PGLYFFSLNVHTWNQKETYLHIMKNEEEVVILFAQVGDRSIMQSQSLMLELREQDQVWVRLYK 
GERENAIFSEELDTYITFSGYLVKHATEP 

Imporcanx: reat:ures : 
Sxgnal sequence . 

amino acids 1-25 

N-rglycosylation site ♦ 

amino acids 93-97 

N-myristoylation sx-tes • 

amino acids 7-13, 21-27, 67-73, 117-123, 129-135 

Ainidat:ion s i . 

amino acids 150-154 

Cell attachmeni: sequence. 

amino acids 104-107 
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CGGAGTGGTGCGCCAACGTGAGAGGAAACCCGTGCGCGGCTGCGCTTTCCTGTCCCCAAGCCG 
TTCTAGACGCGGGAAAA ATG CTTTCTGAAAGCAGCTCCTTTTTGAAGGGTGTGATGCTTGGAA 
GCATTTTCTGTGCTTTGATCACTATGCTAGGACACATTAGGATTGGTCATGGAAATAGAATGC 
ACCACCATGAGCATCATCACCTACAAGCTCCTAACAAAGAAGATATCTTGAAAATTTCAGAGG 
ATGAGCGCATGGAGCTCAGTAAGAGCTTTCGAGTATACTGTATTATCCTTGTAAAACCCAAAG 
ATGTGAGTCTTTGGGCTGCAGTAAAGGAGACTTGGACCAAACACTGTGACAAAGCAGAGTTCT 
TCAGTTCTGAAAATGTTAAAGTGTTTGAGTCAATTAATATGGACACAAATGACATGTGGTTAA 
TGATGAGAAAAGCTTACAAATACGCCTTTGATAAGTATAGAGACCAATACAACTGGTTCTTCC 
TTGCACGCCCCACTACGTTTGCTATCATTGAAAACCT/VAAGTATTTTTTGTTAAAAAAGGATC 
CATCACAGCCTTTCTATCTAGGCCACACTATAAAATCTGGAGACCTTGAATATGTGGGTATGG 
AAGGAGGAATTGTCTTAAGTGTAGT^TCAATG/yU^GACTTAACAGCCTTCTCAATATCCCAG 
AAAAGTGTCCTGAACAGGGAGGGATGATTTGGAAGATATCTGAAGATAAACAGCTAGCAGTTT 
GCCTGAAATATGCTGGAGTATTTGCAG/yy^ATGCAGAAGATGCTGATGGAAAAGATGTATTTA 
ATACCAAATCTGTTGGGCTTTCTATTAAAGAGGCAATGACTTATCACCCCAACCAGGTAGTAG 
T^AGGCTGTTGTTCAGATATGGCTGTTACTTTTAATGGACTGACTCCAAATCAGATGCATGTGA 
TGATGTATGGGGTATACCGCCTTAGGGCATTTGGGCATATTTTCAATGATGCATTGGTTTTCT 
TACCTCCAAATGGTTCTGACAATGAC3EGAGAAGTGGTAGAAAAGCGTGAATATGATCTTTGTA 
TAGGACGTGTGTTGTCATTATTTGTAGTAGTAACTACATATCCAATACAGCTGTATGTTTCTT 
TTTCTTTTCTAATTTGGTGGCACTGGTATAACCACACATTAAAGTCAGTAGTACATTTTTAAA 
TGAGGGTGGTTTTTTTCTTTAAAACACATGAACATTGTAAATGTGTTGGAAAGAAGTGTTTTA 
AGAATAATT^TTTTGCAAATAAACTATTAATAAATATTATATGTGATAAATTCTAAATTATGA 
ACATTAGAAATCTGTGGGGCACATATTTTTGCTGATTGGTTAAAAAATTTTAACAGGTCTTTA 
GCGTTCT7\AGATATGCAAATGATATCTCTAGTTGTGi\ATTTGTGATTAAAGTAAAACTTTTAG 
CTGTGTGTTCCCTTTACTTCTAATACTGATTTATGTTCTAAGCCTCCCCAAGTTCCAATGGAT 
TTGCCTTCTCAAAATGTACAACTAAGCAACTAAAGAAAATTAAAGTGAAAGTTGAAAAAT 



BNSOOCID: <WO 014O466A2 t > 



wo 01/40466 



PCT/USOO/32678 



374/550 

FIGURE 374 

MLSESSSFLKGVMLGSIFCALITMLGHIRIGHGNRMHHHEHHHLQAPNKEDILKISEDERMELSKSFRVYCIILV 
KPKDVSLWAAVKETWTKHCDKAEFFSSENVKVFESINMDTNDMWLMMRKAYKYAFDKYRDQYNWFFLARPTTFAI 
lENLKYFLLKKDPSQPFYLGHTIKSGDLEYVGMEGGIVLSVESMKRLNSLLNIPEKCPEQGGMIWKISEDKQLAV 
CLKYAGVFAENAEDADGKDVFNTKSVGLSIKEAMTYHPNQVVEGCCSDMAVTFNGLTPNQMHVMMYGVYRLRAFG 
HIFNDALVFLPPNGSDND 

linport:ant features : 
Signal sequence : 

cLrTixno aC^cis X 33 

N-glycosylatJLon site. 

amino acids 121-125, 342-346 

cAMP- and cGMP- dependent protein kinase phosphorylation site. 

amino acids 319-323, 464-468 

Casein kinase II phosphorylation site. 

amino acids 64-132, 150-154, 322-326, 331-335, 368-372, 385-389, 399-403, 
409-413, 473-477,. 729-733, 748-752 

Tyrosine kinase phosphorylation site. 

amino acids 736-743 

N-myristoylation site . 

amino acids 19-25, 23-29, 136-142, 397-403, 441-447, 544-550, 558-564, 
651-657, 657-663, 672-672 

Prokaryotic membrane lipoprotein lipid attachment site. 

amino acids 14-25 

Cell attachment sequence. 

amino acids 247-250 
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GTTGTGTCCTTCAGCAAAACAGTGGATTTAAATCTCCTTGCACAAGCTTGAGAGCAACACAAT 
CTATCAGGAAAGAAAGAAAGAAAAAAACCGAACCTGACAAAAAAGAAGAAAAAGAAGAAGAAA 
AAAAATC ATGA AAACCATCCAGCCAAAAATGCACAATTCTATCTCTTGGGCAATCTTCACGGG 
GCTGGCTGCTCTGTGTCTCTTCCAAGGAGTGCCCGTGCGCAGCGGAGATGCCACCTTCCCCAA 
AGCTATGGACAACGTGACGGTCCGGCAGGGGGAGAGCGCCACCCTCAGGTGCACTATTGACAA 
CCGGGTCACCCGGGTGGCCTGGCTAAACCGCAGCACCATCCTCTATGCTGGGAATGACAAGTG 
GTGCCTGGATCCTCGCGTGGTCCTTCTGAGCAACACCCAAACGCAGTACAGCATCGAGATCCA 
GAACGTGGATGTGTATGACGAGGGCCCTTACACCTGCTCGGTGCAGACAGACAACCACCCAAA 
GACCTCTAGGGTCCACCTCATTGTGCAAGTATCTCCCAAAATTGTAGAGATTTCTTCAGATAT 
CTCCATTAATGAAGGGAACAATATTAGCCTCACCTGCATAGCAACTGGTAGACCAGAGCCTAC 
GGTTACTTGGAGACACATCTCTCCCAAAGCGGTTGGCTTTGTGAGTGAAGACGAATACTTGGA 
AATTCAGGGCATCACCCGGGAGCAGTCAGGGGACTACGAGTGCAGTGCCTCCAATGACGTGGC 
CGCGCCCGTGGTACGGAGAGTAAAGGTCACCGTGAACTATCCACCATACATTTCAGAAGCCAA 
GGGTACAGGTGTCCCCGTGGGACAAAAGGGGACACTGCAGTGTGAAGCCTCAGCAGTCCCCTC 
AGCAGAATTCCAGTGGTACAAGGATGACAAAAGACTGATTGAAGGAAAGAAAGGGGTGAAAGT 
GGAA7^CAGACCTTTCCTCTCAAAACTCATCTTCTTC7\ATGTCTCTGAACATGACTATGGGAA 
CTACACTTGCGTGGCCTCCAACAAGCTGGGCCACACCAATGCCAGCATCATGCTATTTGGTCC 
AGGCGCCGTCAGCGAGGTGAGCAACGGCACGTCGAGGAGGGCAGGCTGCGTCTGGCTGCTGCC 
TCTTCTGGTCTTGCACCTGCTTCTCAAATTTTGATGTGAGTGCCACTTCCCCACCCGGGAAAG 
GCTGCCGCCACCACCACCACCAACACAACAGCAATGGCAACACCGACAGCAACCAATCAGATA 
TATACAAATGAAATTAGAAGAAACACAGCCTCATGGGAOAGAAATTTGAGGGAGGGGAACAAA 
GAATACTTTGGGGGGAAAAGAGTTTTAAA7U\AGAAATTGAAAATTGCCTTGCAGATATTTAGG 
TACAATGGAGTTTTCTTTTCCC^AACGGGAAGAACACAGCACACCCGGCTTGGACCCACTGCA 
AGCTGCATCGTGCAACCTCTTTGGTGCCAGTGTGGGCAAGGGCTCAGCCTCTCTGCCCACAGA 
GTGCCCCCACGTGGAACATTCTGGAGCTGGCCATCCCAAATTCAATCAGTCCATAGAGACGAA 
CAGAATGAGACCTTCCGGCCCAAGCGTGGCGCTGCGGGCACTTTGGTAGACTGTGCCACCACG 
GCGTGTGTTGTGAAACGTGAAATAAAT^GAGCAAAAAAAAA 
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FIGURE 376 

iyiKTIQPKMHNSISWAIFTGLAALCLFQGVPVRSGDATFPKAMDNVTVRQGESATLRCTIDNRV 
TRVAWLNRSTILYAGNDKWCLDPRVVLLSNTQTQYSIEIQNVDVYDEGPYTCSVQTDNHPKTS 
RVHLIVQVSPKIVEISSDISINEGNNISLTCIATGRPEPTVTWRHISPKAVGFVSEDEYLEIQ 
GITREQSGDYECSASNDV7U\PVVRRVKVTVNYPPYISEAKGTGVPVGQKGTLQCEASAVPSAE 
FQWYKDDKRLIEGKKGVKVENRPFLSKLIFFNVSEHDYGNYTCVASNKLGHTNASIMLFGPGA 
VSEVSNGTSRRAGCVWLLPLLVLHLLLKF 

Importent: f ea'tures : 
Signal peptzlde: 

amino acids 1-28 



014046GA2J > 



wo 01/40466 



PCT/USOO/32678 



377/550 

FIGURE 377 

CTTCTTTG7\AAAGGATTATCACCTGATCAGGTTCTCTCTGCATTTGCCCCTTTAGATTGTGAA 
ATG TGGCTCAAGGTCTTCACAACTTTCCTTTCCTTTGCAACAGGTGCTTGCTCGGGGCTGAAG 
GTGACAGTGCCATCACACACTGTCCATGGCGTCAGAGGTCAGGCCCTCTACCTACCCGTCCAC 
TATGGCTTCCACACTCCAGCATCAGACATCCAGATCATATGGCTATTTGAGAGACCCCACACA 
ATGCCCAAATACTTACTGGGCTCTGTG7\ATAAGTCTGTGGTTCCTGACTTGGAATACCAACAC 
AAGTTCACCATGATGCCACCC7\ATGCATCTCTGCTTATCAACCCACTGCAGTTCCCTGATGAA 
GGCAATTACATCGTGAAGGTCAACATTCAGGGAAATGGAACTCTATCTGCCAGTCAGAAGATA 
CAAGTCACGGTTGATGATCCTGTCACAAAGCCAGTGGTGCAGATTCATCCTCCCTCTGGGGCT 
GTGGAGTATGTGGGGAACATGACCCTGACATGCCATGTGGAAGGGGGCACTCGGCTAGCTTAC 
CAATGGCTAAAAAATGGGAGACCTGTCCACACCAGCTCCACCTACTCCTTTTCTCCCCAAAAC 
AATz^CCCTTCxATATTGCTCCx^*GTAACC7\AGG*^GxACA.TTGGG7LATT^^^ 

AACCCTGTCAGTGAAATGGAAAGTGATATCATTATGCCCATCATATATTATGGACCTTATGGA 
CTTCAAGTGAATTCTGATAAAGGGCTAAAAGTAGGGGAAGTGTTTACTGTTGACCTTGGAGAG 
GCCATCCTATTTGATTGTTCTGCTGATTCTCATCCCCCCAACACCTACTCCTGGATTAGGAGG 
ACTGAC/^TACTACATATATCATTAAGCATGGGCCTCGCTTAGAAGTTGCATCTGAGAAAGTA 
GCCCAGAAGACi\ATGGACTATGTGTGCTGTGCTTACAACAACATAACCGGCAGGCAAGATGAA 
ACTCATTTCACAGTTATCATCACTTCCGTAGGACTGGAGAAGCTTGCACAGAAAGGAAAATCA 
TTGTCACCTTTAGCAAGTATAACTGGAATATCACTATTTTTGATTATATCCATGTGTCTTCTC 
TTCCTATGGAAAAAATATCAACCCTACAAAGTTATAAAACAGAAACTAGAAGGCAGGCCAGAA 
ACAGAATACAGGAAAGCTCAAACATTTTCAGGCCATGAAGATGCTCTGGATGACTTCGGAATA 
TATGAATTTGTTGCTTTTCCAGATGTTTCTGGTGTTTCCAGGATTCCAAGCAGGTCTGTTCCA 
GCCTCTGATTGTGTATCGGGGCAAGATTTGCACAGTACAGTGTATGAAGTTATTCAGCACATC 
CCTGCCCAGCAGCAAGACCATCCAGAGTGAACTTTCATGGGCTA7VACAGTACATTCGAGTGAA 
ATTCTGAAGAAACATTTTAAGG7^AAAACAGTGGAA7\AGTATATTAATCTGGAATCAGTGAAGA 
AACCAGGACCAACACCTCTTACTCATTATTCCTTTACATGCAGAATAGAGGCATTTATGCAAA 
TTGAACTGCAGGTTTTTCAGCATATACACAATGTCTTGTGCAACAGAAAAACATGTTGGGGAA 
ATATTCCTCAGTGGAGAGTCGTTCTCATGCTGACGGGGAGAACGAAAGTGACAGGGGTTTCCT 
CATAAGTTTTGTATGAAATATCTCTACAAACCTCAATTAGTTCTACTCTACACTTTCACTATC 
ATCAACACTGAGACTATCCTGTCTCACCTACAAATGTGGAAACTTTACATTGTTCGATTTTTC 
AGCAGACTTTGTTTTATTAAATTTTTATTAGTGTTAAGAATGCTAAATTTATGTTTCAATTTT 
ATTTCCAAATTTCTATCTTGTTATTTGTACAACAAAGTAATAAGGATGGTTGTCACAAAAACA 
AAACTATGCCTTCTCTTTTTTTTC7\ATCACCAGTAGTATTTTTGAGAAGACTTGTGAACACTT 
AAGGAAATGACTATTT^AAGTCTTATTTTTATTTTTTTCAAGGAAAGATGGATTCAAATAAATT 
ATTCTGTTTTTGCTTTTAAAAAAAAAAAAAA 
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FIGURE 378 

MWLKVFTTFLSFATGACSGLKVTVPSHTVHGVRGQALYLPVHYGFHTPASDIQIIWLFERPHTMPKYLLGSVNKS 
VVPDLEYQHKFTMMPPNASLLINPLQFPDEGNYIVKVNIQGNGTLSASQKIQVTVDDPVTKPVVQIHPPSGAVEY 
VGNMTLTCHVEGGTRLAYQWLKNGRPVHTSSTYSFSPQNNTLHIAPVTKEDIGNYSCLVRNPVSEMESDIIMPII 
YYGPYGLQVNSDKGLKVGEVFTVDLGEAILFDCSADSHPPNTYSWIRRTDNTTYIIKHGPRLEVASEKVAQKTMD 
YVCCAYNNITGRQDETHFTVIITSVGLEKLAQKGKSLSPLASITGISLFLIISMCLLFLWKKYQPYKVIKQKLEG 
RPETEYRKAQTFSGHEDALDDFGIYEFVAFPDVSGVSRIPSRSVPASDCVSGQDLHSTVYEVIQHIPAQQQDHPE 

Import:an^ features: 
Signal sequence : 

amino acids 1-18 

Transmembrane domain : 

amino acids 341-359 

N-glycosylation sit:e . 

amino acids 73-77, 92-96, 117-121, 153-157, 189-193, 204-208, 276-280, 308-312 
Casein kinase IX phosphorylation site. 

amino acids 129-133, 198-202, 214-218, 388-392, 426-430, 433-437 

Tyrosine kinase phosphorylation site. 

amino acids 272-280 

N-myristoylation site. 

amino acids 15-21, 19-25, 118-124, 163-167, 203-209, 231-237, 239-245 

Pro kary otic membrane lipoprotein lipid attachment site . 

amino acids 7-18 
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FIGURE 379 

ATAGTAGAAGAATGTCTCTGAAATTACTGGATGAGTTTCAGTCATACTTTCACATGGGCACAA 
TTTCACATTCAAGCTCCTTATCCTAGGCTAATTTTATATTATGTTAAATCACTTGTTTTTGTT 
CTCACGGCTTCCTGCCTGCTATAGGCATAATTACGAGGAAGCAGAACTTCTCCAGAAGCAAGC 
GCACATGCGTTCCAAAATAAGAGCAAATTCGCTCTAAACACAGGAAAAGACCTGAAGCTTTAA 
TTAAGGGGTTACATCCAACCCCAGAGCGCTTTTGTGGGCACTGATTGCTCCAGCTTCTGCGTC 
ACTGCGCGAGGGAAGAGGGAAGAGGATCCAGGCGTTAGAC ATG TATAGACACAAAAACAGCTG 
GAGATTGGGCTTAAAATACCCACCAAGCTCCAAAGAAGAGACCCAAGTCCCCAAAACATTGAT 
TTCAGGGCTGCCAGGAAGGAAGAGCAGCAGCAGGGTGGGAGAGAAGCTCCAGTCAGCCCACAA 
GATGCCATTGTCCCCCGGCCTCCTGCTGCTGCTGCTCTCCGGGGCCACGGCCACCGCTGCCCT 
GCCCCTGGAGGGTGGCCCCACCGGCCGAGACAGCGAGCATATGCAGGAAGCGGCAGGAATAAG 
GAAAAGCAGCCTCCTGACTTTCCTCGCTTGGTGGTTTGAGTGGACCTCCCAGGCCAGTGCCGG 
GCCCCTCATAGGAGAGGAAGCTCGGGAGGTGGCCAGGCGGCAGG7\AGGCGCACCCCCCCAGCA 
ATCCGCGCGCCGGGACAGAATGCCCTGCAGGAACTTCTTCTGGAAGACCTTCTCCTCCTGCAA 
ATAG 
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FIGURE 380 

MYRHKNSWRLGLKYPPSSKEETQVPKTLISGLPGRKSSSRVGEKLQSAHKMPLSPGLLLLLLS 
GATATAALPLEGGPTGRDSEHMQEAAGIRKSSLLTFLAWWFEWTSQASAGPLIGEEAREVARR 
QEGAPPQQSARRDRMPCRNFFWKTFSSCK 

linport:an1: £eat:ures: 
Transmembrane doiaaln: 

amino acids 51-69 

cAMP- and cGMP-dependeni: protein kxnase phosphorylal:dLon si.t:es . 

amino acids 35-39, 92-96 

N-inyrxstioyla'tlon sites . 

amino acids 64-70, 75-81, 90-96 

Amxdai^lon site . 

amino acids 33-37 



BNSOOCiD: <WO ^0140466A2J_> 



wo 01/40466 



PCT/USOO/32678 



381/550 

FIGURE 381 

GGCGCCGGTGCACCGGGCGGGCTGAGCGCCTCCTGCGGCCCGGCCTGCGCGCCCCGGCCCGCC 
GCGCCGCCCACGCCCCAACCCCGGCCCGCGCCCCCTAGCCCCCGCCCGGGCCCGCGCCCGCGC 
CCGCGCCCAGGTGAGCGCTCCGCCCGCCGCGAGGCCCCGCCCCGGCCCGCCCCCGCCCCGCCC 
CGGCCGGCGGGGGAACCGGGCGGATTCCTCGCGCGTCAAACCACCTGATCCCATAAAACATTC 
ATCCTCCCGGCGGCCCGCGCTGCGAGCGCCCCGCCAGTCCGCGCCGCCGCCGCCCTCGCCCTG 
TGCGCCCTGCGCGCCCTGCGCACCCGCGGCCCGAGCCCAGCCAGAGCCGGGCGGAGCGGAGCG 
CGCCGAGCCTCGTCCCGCGGCCGGGCCGGGGCCGGGCCGTAGCGGCGGCGCCTGGATGCGGAC 
CCGGCCGCGGGGAGACGGGCGCCCGCCCCGAAACGACTTTCAGTCCCCGACGCGCCCCGCCCA 
ACCCCTACG ATG AAGAGGGCGTCCGCTGGAGGGAGCCGGCTGCTGGCATGGGTGCTGTGGCTG 
CAGGCCTGGCAGGTGGCAGCCCCATGCCCAGGTGCCTGCGTATGCTACAATGAGCCCAAGGTG 
7\ 7s 7\ 7\ o o p p r' 7\ r* B r:: r: n r r A r: 

CGCATCTTCCTGCACGGCAACCGCATCTCGCATGTGCCAGCTGCCAGCTTCCGTGCCTGCCGC 
AACCTCACCATCCTGTGGCTGCACTCGAATGTGCTGGCCCGAATTGATGCGGCTGCCTTCACT 
GGCCTGGCCCTCCTGGAGCAGCTGGACCTCAGCGATAATGCACAGCTCCGGTCTGTGGACCCT 
GCCACATTCCACGGCCTGGGCCGCCTACACACGCTGCACCTGGACCGCTGCGGCCTGCAGGAG 
CTGGGCCCGGGGCTGTTCCGCGGCCTGGCTGCCCTGCAGTACCTCTACCTGCAGGACAACGCG 
CTGCAGGCACTGCCTGATGACACCTTCCGCGACCTGGGCAACCTCACACACCTCTTCCTGCAC 
GGCAACCGCATCTCCAGCGTGCCCGAGCGCGCCTTCCGTGGGCTGCACAGCCTCGACCGTCTC 
CTACTGCACCAG7U\CCGCGTGGCCCATGTGCACCCGCATGCCTTCCGTGACCTTGGCCGCCTC 
ATGACACTCTATCTGTTTGCCAACAATCTATCAGCGCTGCCCACTGAGGCCCTGGCCCCCCTG 
CGTGCCCTGCAGTACCTGAGGCTCAACGACAACCCCTGGGTGTGTGACTGCCGGGCACGCCCA 
CTCTGGGCCTGGCTGCAGAAGTTCCGCGGCTCCTCCTCCGAGGTGCCCTGCAGCCTCCCGCAA 
CGCCTGGCTGGCCGTGACCTCAAACGCCTAGCTGCCAATGACCTGCAGGGCTGCGCTGTGGCC 
ACCGGCCCTTACCATCCCATCTGGACCGGCAGGGCCACCGATGAGGAGCCGCTGGGGCTTCCC 
AAGTGCTGCCAGCCAGATGCCGCTGACAAGGCCTCAGTACTGGAGCCTGGAAGACCAGCTTCG 
GCAGGCAATGCGCTGAAGGGACGCGTGCCGCCCGGTGACAGCCCGCCGGGCAACGGCTCTGGC 
CCACGGCACATCAATGACTCACCCTTTGGGACTCTGCCTGGCTCTGCTGAGCCCCCGCTCACT 
GCAGTGCGGCCCGAGGGCTCCGAGCCACCAGGGTTCCCCACCTCGGGCCCTCGCCGGAGGCCA 
GGCTGTTCACGCAAGAACCGCACCCGCAGCCACTGCCGTCTGGGCCAGGCAGGCAGCGGGGGT 
GGCGGGACTGGTGACTCAGAAGGCTCAGGTGCCCTACCCAGCCTCACCTGCAGCCTCACCCCC 
CTGGGCCTGGCGCTGGTGCTGTGGACAGTGCTTGGGCCCTGCTGACCCCCAGCGGACACAAGA 
GCGTGCTCAGCAGCCAGGTGTGTGTACATACGGGGTCTCTCTCCACGCCGCCAAGCCAGCCGG 
GCGGCCGACCCGTGGGGCAGGCCAGGCCAGGTCCTCCCTGATGGACGCCTGCCGCCCGCCACC 
CCCATCTCCACCCCATCATGTTTACAGGGTTCGGCGGCAGCGTTTGTTCCAGAACGCCGCCTC 
CCACCCAGATCGCGGTATATAGAGATATGCATTTTATTTTACTTGTGTAAAAATATCGGACGA 
CGTGGAATAAAGAGCTCTTTTCTTAAAAAAA 
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FIGURE 382 

MKRASAGGSRLLAWVLWLQAWQVAAPCPGACVCYNEPKVTTSCPQQGLQAVPVGIPAASQRIF 
LHGNRISHVPAASFRACRNLTILWLHSNVLARIDAAAFTGLALLEQLDLSDNAQLRSVDPATF 
HGLGRLHTLHLDRCGLQELGPGLFRGLAALQYLYLQDNALQALPDDTFRDLGNLTHLFLHGNR 
ISSVPERAFRGLHSLDRLLLHQNRVAHVHPHAFRDLGRLMTLYLFANNLSALPTEALAPLRAL 
Q YLRLN DN PWVC DCRARPLWAWLQKFRGS S S E VPC S L PQRLAGRDLKRLAAN DLQGCAVATG P 
YHPIWTGRATDEEPLGLPKCCQPDAADKASVLEPGRPASAGNALKGRVPPGDSPPGNGSGPRH 
INDSPFGTLPGSAEPPLTAVRPEGSEPPGFPTSGPRRRPGCSRKNRTRSHCRLGQAGSGGGGT 
GDSEGSGALPSLTCSLTPLGLALVLWTVLGPC 

Impor'ban't features: 
Signal peptide: 

amino acids 1-26 

Leucine zipper pattern. 

amino acids 135-156 

Glycosaminoglycan attachment site« 

amino acids 436-439 

N-glycosylation site . 

amino acids 82-85, 179-183, 237-240, 372-375 and 423-426 

VWFC domain 

amino acids 411-425 
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FIGURE 383 

TTCGTGACCCTTGAGAAAAGAGTTGGTGGTAAATGTGCCACGTCTTCTAAGAAGGGGGAGTCCTGAACTTGTCTG 
AAGCCCTTGTCCGTAAGCCTTGAACTACGTTCTTAAATCTATGAAGTCGAGGGACCTTTCGCTGCTTTTGTAGGG 
ACTTCTTTCCTTGCTTCAGCAAC ATGA GGCTTTTCTTGTGGAACGCGGTCTTGACTCTGTTCGTCACTTCTTTGA 
TTGGGGCTTTGATCCCTGAACCAGAAGTGAAAATTGAAGTTCTCCAGAAGCCATTCATCTGCCATCGCAAGACCA 
AAGGAGGGGATTTGATGTTGGTCCACTATGAAGGCTACTTAGAAAAGGACGGCTCCTTATTTCACTCCACTCACA 
AACAT7VACAATGGTCAGCCCATTTGGTTTACCCTGGGCATCCTGGAGGCTCTCAAAGGTTGGGACCAGGGCTTGA 
AAGGAATGTGTGTAGGAGAGAAGAGATU^GCTCATCATTCCTCCTGCTCTGGGCTATGGAAAAGAAGGAAAAGGTA 
AAATTCCCCCAGAAAGTACACTGATATTTAATATTGATCTCCTGGAGATTCGAAATGGACCAAGATCCCATGAAT 
CATTCCAAGAAATGGATCTTAATGATGACTGGAAACTCTCTAAAGATGAGGTTAAA 

TTGAAAAACATGGTGCGGTGGTGAATGAAAGTCATCATGATGCTTTGGTGGAGGATATTTTTGAT/^AAGAAGATG 
AAGACAAAGATGGGTTTATATCTGCCAGAGAATTTACATATAAACACGATGAGTTATA6AGATACATCTACCCTT 
TTAATATAGCACTCATCTTTCAAGAGAGGGCAGTCATCTTTAAAGAACATTTTATTTTTATACAATGTTCTTTCT 
TGCTTTGTTTTTTATTTTTATATATTTTTTCTGACTCCTATTT7WVGAACCCCTTAGGTTTCTAAGTACCCATTT 
CTTTCTGATAAGTTATTGGGAAGAAAAAGCTAATTGGTCTTTGAATAGAAGACTTCTGGAC7VATTTTTCACTTTC 
ACAGATATGAAGCTTTGTTTTACTTTCTCACTTATAAATTTAAAATGTTGCAACTGGGAATATACCACGACATGA 
GACCAGGTTATAGCACAAATTAGCACCCTATATTTCTGCTTCCCTCTATTTTCTCCAAGTTAGAGGTCAACATTT 
GAAAAGCCTTTTGCAATAGCCCAAGGCTTGCTATTTTCATGTTATAATGAAATAGTTTATGTGTAACTGGCTCTG 
AGTCTCTGCTTGAGGACCAGAGGAAAATGGTTGTTGGACCTGACTTGTTAATGGCTACTGCTTTACTAAGGAGAT 
GTGCAATGCTGAAGTTAGAAACAAGGTTAATAGCCAGGCATGGTGGCTCATGCCTGTAATCCCAGCACTTTGGGA 
GGCTGAGGCGGGCGGATCACCTGAGGTTGGGAGTTCGAGACCAGCCTGACCAACACGGAGTIAACCCTATCTCTAC 
TAAAAATACAAAGTAGCCCGGCGTGGTGATGCGTGCCTGTAATCCCAGCTACCCAGGAAGGCTGAGGCGGCAGAA 
TCACTTGAACCCGAGGCCGAGGTTGCGGTAAGCCGAGATCACCTNCAGCCTGGACACTCTGTCTCGAAAAAAGAA 
AAGAACACGGTTAATACCATATNAATATGTATGCATTGAGACATGCTACCTAGGACTTAAGCTGATGAAGCTTGG 
CTCCTAGTGATTGGTGGCCTATTATGATAAATAGGACAAATCATTTATGTGTGAGTTTCTTTGTAATAAAATGTA 
TCAATATGTTATAGATGAGGTAGAAAGTTATATTTATATTCAATATTTACTTCTTAAGGCTAGCGGAATATCCTT 
CCTGGTTCTTTAATGGGTAGTCTATAGTATATTATACTACAATAACATTGTATCATAAGATAAAGTAGTAAACCA 
GTCTACATTTTCCCATTTCTGTCTCATCAAAAACTGAAGTTAGCTGGGTGTGGTGGCTCATGCCTGTAATCCCAG 
CACTTTGGGGGCCAAGGAGGGTGGATCACTTGAGATCAGGAGTTCAAGACCAGCCTGGCCAACATGGTGAAACCT 
TGTCTCTACTAAAAATACAAAAATTAGCCAGGCGTGGTGGTGCACACCTGTAGTCCCAGCTACTCGGGAGGCTGA 
GACAGGAGATTTGCTTGAACCCGGGAGGCGGAGGTTGCAGTGAGCCAAGATTGTGCCACTGCACTCCAGCCTGGG 
TGACAGAGCAAGACTCCATCTCAAAAAAAAAAAAAAGAAGCAGACCTACAGCAGCTACTATTGAATAAATACCTA 
TCCTGGATTTT 
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FIGURE 384 

MRLFLWNAVLTLFVTSLIGALIPEPEVKIEVLQKPFICHRKTKGGDLMLVHYEGYLEKDGSLF 
HSTHKHNNGQPIWFTLGILEALKGWDQGLKGMCVGEKRKLIIPPALGYGKEGKGKIPPESTLI 
FNIDLLEIRNGPRSHESFQEMDLNDDWKLSKDEVKAYLKKEFEKHGAVVNESHHDALVEDIFD 
KEDEDKDGFISAREFTYKHDEL 

Import^ani: f ea'bures : 
Signal pept:±de: 

amino acids 1-20 

H-glycosylat:±on s±t:e . 

amino acids 176-179 

Casein kinase XI phosphoryla^tlon slt:e. 

amino acids 143-146, 156-159, 178^181 and 200-203 

Endoplasmic re^lculvim t:arge'tlng sequence. 

amino acids 208-211 

FKBF-t:Ype pep1:ldyl -prolyl cls-teans Isomerase 

amino acids 78-114 and 118-131 

EF-hand calclum-blndlng domain. 

amino acids 191-203, 184-203 and 140-159 

S-lOO/XCaBP 1:ype calcium binding domain 

amino acids 183-203 
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FIGURE 385 

CTCCCACGGTGTCCAGCGCCCAGAA3EGCGGCTTCTGGTCCTGCTATGGGGTTGCCTGCTGCTC 
CCAGGTTATGAAGCCCTGGAGGGCCCAGAGGT^AATCAGCGGGTTCGAAGGGGACACTGTGTCC 
CTGCAGTGCACCTACAGGGi\AGAGCTGAGGGACCACCGGAAGTACTGGTGCAGGAAGGGTGGG 
ATCCTCTTCTCTCGCTGCTCTGGCACCATCTATGCAGAAGAAGAAGGCCAGGAGACAATGAAG 
GGCAGGGTGTCCATCCGTGACAGCCGCCAGGAGCTCTCGCTCATTGTGACCCTGTGGAACCTC 
ACCCTGCAAGACGCTGGGGAGTACTGGTGTGGGGTCGAAAAACGGGGCCCCGATGAGTCTTTA 
CTGATCT.CTCTGTTCGTCTTTCCAGGACCCTGCTGTCCTCCCTCCCCTTCTCCCACCTTCCAG 
CCTCTGGCTACAACACGCCTGCAGCCCAAGGCAAAAGCTCAGCAAACCCAGCCCCCAGGATTG 
ACTTCTCCTGGGCTCTACCCGGCAGCCACCACAGCCAAGCAGGGGAAGACAGGGGCTGAGGCC 
CCTCCATTGCCAGGGACTTCCCAGTACGGGCACGAAAGGACTTCTCAGTACACAGGAACCTCT 
CCTCACCCAGCGACCTCTCCTCCTGCAGGGAGCTCCCGCCCCCCCATGCAGCTGGACTCCACC 
TCAGCAGAGGACACCAGTCCAGCTCTCAGCAGTGGCAGCTCTAAGCCCAGGGTGTCCATCCCG 
ATGGTCCGCATACTGGCCCCAGTCCTGGTGCTGCTGAGCCTTCTGTCAGCCGCAGGCCTGATC 
GCCTTCTGCAGCCACCTGCTCCTGTGGAGAAAGGAAGCTCAACAGGCCACGGAGACACAGAGG 
AACGAGAAGTTCTGGCTCTCACGCTTGACTGCGGAGGAAAAGGAAGCCCCTTCCCAGGCCCCT 
GAGGGGGACGTGATCTCGATGCCTCCCCTCCACACATCTGAGGAGGAGCTGGGCTTCTCGAAG 
TTTGTCTCAGCG TAG GGCAGGAGGCCCTCCTGGCCAGGCCAGCAGTGAAGCAGTATGGCTGGC 
TGGATCAGCACCGATTCCCGAAAGCTTTCCACCTCAGCCTCAGAGTCCAGCTGCCCGGACTCC 
AGGGCTCTCCCCACCCTCCCCAGGCTCTCCTCTTGCATGTTCCAGCCTGACCTAGAAGCGTTT 
GTCAGCCCTGGAGCCCAGAGCGGTGGCCTTGCTCTTCCGGCTGGAGACTGGGACATCCCTGAT 
AGGTTCACATCCCTGGGCAGAGTACCAGGCTGCTGACCCTCAGCAGGGCCAGACAAGGCTCAG 
TGGATCTGGTCTGAGTTTCAATCTGCCAGGAACTCCTGGGCCTCATGCCCAGTGTCGGACCCT 
GCCTTCCTCCCACTCCAGACCCCACCTTGTCTTCCCTCCCTGGCGTCCTCAGACTTAGTCCCA 
CGGTCTCCTGCATCAGCTGGTGATGAAGAGGAGCATGCTGGGGTGAGACTGGGATTCTGGCTT 
CTCTTTGAACCACCTGCATCCAGCCCTTCAGGAAGCCTGTGAAAT^CGTGATTCCTGGCCCCA 
CCAAGACCCACCAAAACCATCTCTGGGCTTGGTGCAGGACTCTGAATTCTAACAATGCCCAGT 
GACTGTCGCACTTGAGTTTGAGGGCCAGTGGGCCTGATGAACGCTCACACCCCTTCAGCTTAG 
AGTCTGCATTTGGGCTGTGACGTCTCCACCTGCCCCAATAGATCTGCTCTGTCTGCGACACCA 
GATCCACGTGGGGACTCCCCTGAGGCCTGCTAAGTCCAGGCCTTGGTCAGGTCAGGTGCACAT 
TGCAGGATAAGCCCAGGACCGGCACAGAAGTGGTTGCCTTTNCCATTTGCCCTCCCTGGNCCA 
TGCCTTCTTGCCTTTGGAAAAAATGATGAAGAAAACCTTGGCTCCTTCCTTGTCTGGAAAGGG 
TTACTTGCCTATGGGTTCTGGTGGCTAGAGAGAAAAGTAGAAAACCAGAGTGCACGTAGGTGT 
CTAACACAGAGGAGAGTAGGAACAGGGCGGATACCTGAAGGTGACTCCGAGTCCAGCCCCCTG 
GAGAAGGGGTCGGGGGTGGTGGTAAAGTAGCACAACTACTATTTTTTTTCTTTTTCCATTATT 
ATTGTTTTTTAAGACAGAATCTCGTGCTGCTGCCCAGGCTGGAGTGCAGTGGCACGATCTGCA 
AACTCCGCCTCCTGGGTTCAAGTGATTCTTCTGCCTCAGCCTCCCGAGTAGCTGGGATTACAG 
GCACGCACCACCACACCTGGCTAATTTTTGTACTTTTAGTAGAGATGGGGTTTCACCATGTTG 
GCCAGGCTGGTCTTGAACTCCTGACCTCAAATGAGCCTCCTGCTTCAGTCTCCCAAATTGCCG 
GGATTACAGGCATGAGCCACTGTGTCTGGCCCTATTTCCTTTAAATVAGTGAAATTAAGAGTTG 
TTCAGTATGCAAAACTTGG7\AAGATGGAGGAGAAAAAGAAAAGGAAGAAAAAAATGTCACCCA 
TAGTCTCACCAGAGACTATCATTATTTCGTTTTGTTGTACTTCCTTCCACTCTTTTCTTCTTC 
ACATAATTTGCCGGTGTTCTTTTTACAGAGCAATTATCTTGTATATACAACTTTGTATCCTGC 
CTTTTCCACCTTATCGTTCCATCACTTTATTCCAGCACTTCTCTGTGTTTTACAGACCTTTTT 
ATAAATAAAATGTTCATCAGCTGCATATVAAAAAAAAAAAA 
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FIGURE 386 

MRLLVLLWGCLLLPGYEALEGPEEISGFEGDTVSLQCTYREELRDHRKYWCRKGGILFSRCSG 
TIYAEEEGQETMKGRVSIRDSRQELSLIVTLWNLTLQDAGEYWCGVEKRGPDESLLISLFVFP 
GPCCPPSPSPTFQPLATTRLQPKAKAQQTQPPGLTSPGLYPAATTAKQGKTGAEAPPLPGTSQ 
YGHERTSQYTGTSPHPATSPPAGSSRPPMQLDSTSAEDTSPALSSGSSKPRVSIPMVRILAPV 
LVLLSLLSAAGLIAFCSHLLLWRKEAQQATETQRNEKFWLSRLTAEEKEAPSQAPEGDVISMP 
PLHTSEEELGFSKFVSA 

lmport:ant £eat:ures : 
Signal peptide: 

amino acids 1-17 

Transm^nbrane domain: 

amino acids 248-269 

N-glycosyla'tion site • 

amino acids 96-99 

Fibrinogen be-ta and gamma chains C-texminal domain. 

amino acids 104-113 

Xg like V-'bype domain: 

amino acids 13-128 
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FIGURE 387 

GCGCCGGGAGCCCATCTGCCCCCAGGGGCACGGGGCGCGGGGCCGGCTCCCGCCCGGCACATG 
GCTGCAGCCACCTCGCGCGCACCCCGAGGCGCCGCGCCCAGCTCGCCCGAGGTCCGTCGGAGG 
CGCCCGGCCGCCCCGGAGCCAAGCAGCAACTGAGCGGGGAAGCGCCCGCGTCCGGGGATCGGG 
ATG TCCCTCCTCCTTCTCCTCTTGCTAGTTTCCTACTATGTTGGAACCTTGGGGACTCACACT 
GAGATCAAGAGAGTGGCAGAGGAAAAGGTCACTTTGCCCTGCCACCATCAACTGGGGCTTCCA 
GAAAAAGACACTCTGGATATTGAATGGCTGCTCACCGATAATGAAGGGAACCAAAAAGTGGTG 
ATCACTTACTCCAGTCGTCATGTCTACAATAACTTGACTGAGGAACAGAAGGGCCGAGTGGCC 
TTTGCTTCCAATTTCCTGGCAGGAGATGCCTCCTTGCAGATTGAACCTCTGAAGCCCAGTGAT 
GAGGGCCGGTACACCTGTAAGGTTAAGAATTCAGGGCGCTACGTGTGGAGCCATGTCATCTTA 
AAAGTCTTAGTGAGACCATCCAAGCCCAAGTGTGAGTTGGAAGGAGAGCTGACAGAAGGAAGT 
GACCTGACTTTGCAGTGTGAGTCATCCTCTGGCACAGAGCCCATTGTGTATTACTGGCAGCGA 
ATCCGAGAGAAAGAGGGAGAGGATGAACGTCTGCCTCCCAAATCTAGGATTGACTACAACCAC 
CCTGGACGAGTTCTGCTGCAGAATCTTACCATGTCCTACTCTGGACTGTACCAGTGCACAGCA 
GGCAACGAAGCTGGGAAGGAAAGCTGTGTGGTGCGAGTAACTGTACAGTATGTACAAAGCATC 
GGCATGGTTGCAGGAGCAGTGACAGGCATAGTGGCTGGAGCCCTGCTGATTTTCCTCTTGGTG 
TGGCTGCTAATCCGAAGGAAAGACAAAGAAAGATATGAGGAAGAAGAGAGACCTAATGAAATT 
CGAGAAGATGCTGAAGCTCCAAAAGCCCGTCTTGTGAAACCCAGCTCCTCTTCCTCAGGCTCT 
CGGAGCTCACGCTCTGGTTCTTCCTCCACTCGCTCCACAGCAAATAGTGCCTCACGCAGCCAG 
CGGACACTGTCAACTGACGCAGCACCCCAGCCAGGGCTGGCCACCCAGGCATACAGCCTAGTG 
GGGCCAGAGGTGAGAGGTTCTGAACCAAAGAAAGTCCACCATGCTAATCTGACC7Uy\GCAGAA 
ACCACACCCAGCATGATCCCCAGCCAGAGCAGAGCCTTCCAAACGGTCTGAATTACAATGGAC 
TTGACTCCCACGCTTTCCTAGGAGTCAGGGTCTTTGGACTCTTCTCGTCATTGGAGCTCAAGT 
CACCAGCCACACAACCAGATGAGAGGTCATCTAAGTAGCAGTGAGCATTGCACGGAACAGATT 
CAGATGAGCATTTTCCTTATACAATACCAAACAAGCAAAAGGATGTAAGCTGATTCATCTGTA 
AAAAGGCATCTTATTGTGCCTTTAGACCAGAGTAAGGGAAAGCAGGAGTCCAAATCTATTTGT 
TGACCAGGACCTGTGGTGAGAAGGTTGGGGAAAGGTGAGGTGAATATACCTAAT^CTTTTAAT 
GTGGGATATTTTGTATCAGTGCTTTGATTCACAATTTTCAAGAGGAAATGGGATGCTGTTTGT 
AAATTTTCTATGCATTTCTGCAAACTTATTGGATTATTAGTTATTCAGACAGTCAAGCAGAAC 
CCACAGCCTTATTACACCTGTCTACACCATGTACTGAGCTAACCACTTCTAAGAAACTCCAAA 
AAAGGAAACATGTGTCTTCTATTCTGACTTAACTTCATTTGTCATAAGGTTTGGATATTAATT 
TCAAGGGGAGTTGAAATAGTGGGAGATGGAGAAGAGTGAATGAGTTTCTCCCACTCTATACTA 
ATCTCACTATTTGTATTGAGCCCAAAATAACTATGAAAGGAGACAAAAATTTGTGACAAAGGA 
TTGTG7^GAGCTTTCCATCTTCATGATGTTATGAGGATTGTTGAC7\AACATTAGAAATATATA 
ATGGAGCAATTGTGGATTTCCCCTC7W\ATCAGATGCCTCTAAGGACTTTCCTGCTAGATATTT 
CTGGAAGGAGAAAATACAACATGTCATTTATCAACGTCCTTAGAAAGAATTCTTCTAGAGAAA 
AAGGGATCTAGGAATGCTGAAAGATTACCCAACATACCATTATAGTCTCTTCTTTCTGAGAAA 
ATGTGAAACCAGAATTGCAAGACTGGGTGGACTAGAAAGGGAGATTAGATCAGTTTTCTCTTA 
ATATGTCAAGGAAGGTAGCCGGGCATGGTGCCAGGCACCTGTAGGAAAATCCAGCAGGTGGAG 
GTTGCAGTGAGCCGAGATTATGCCATTGCACTCCAGCCTGGGTGACAGAGCGGGACTCCGTCTC 
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FIGURE 388 

MSLLLLLLLVSYYVGTLGTHTEIKRVAEEKVTLPCHHQLGLPEKDTLDIEWLLTDNEGNQKVV 
ITYSSRHVYNNLTEEQKGRVAFASNFLAGDASLQIEPLKPSDEGRYTCKVKNSGRYVWSHVIL 
KVLVRPSKPKCELEGELTEGSDLTLQCESSSGTEPIVYYWQRIREKEGEDERLPPKSRIDYNH 
PGRVLLQNLTMSYSGLYQCTAGNEAGKESCVVRVTVQYVQSIGMVAGAVTGIVAGALLIFLLV 
WLLIRRKDKERYEEEERPNEIREDAEAPKARLVKPSSSSSGSRSSRSGSSSTRSTANSASRSQ 
RTLSTDAAPQPGLATQAYSLVGPEVRGSEPKKVHHANLTKAETTPSMIPSQSRAFQTV 

Xnportant: frea'tnres : 
Signal sequence : 

amino acids 1-16 

Transmembrane domain: 

amino acids 232-251 
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FIGURE 389 

GCGGCACCTGGAAGMGCGCCCATTGGCTGGTGGCCTGCTCAAGGTGGTGTTCGTGGTCTTCG 
CCTCCTTGTGTGCCTGGTATTCGGGGTACCTGCTCGCAGAGCTCATTCCAGATGCACCCCTGT 
CCAGTGCTGCCTATAGCATCCGCAGCATCGGGGAGAGGCCTGTCCTCAAAGCTCCAGTCCCCA 
AAAGGCAAAAATGTGACCACTGGACTCCCTGCCCATCTGACACCTATGCCTACAGGTTACTCA 
GCGGAGGTGGCAGAAGCAAGTACGCCAAAATCTGCTTTGAGGATAACCTACTTATGGGAGAAC 
AGCTGGGAAATGTTGCCAGAGGAATAAACATTGCCATTGTCAACTATGTAACTGGGAATGTGA 
CAGCAACACGATGTTTTGATATGTATGAAGGCGATAACTCTGGACCGATGACAAAGTTTATTC 
AGAGTGCTGCTCCAAAATCCCTGCTCTTCATGGTGACCTATGACGACGGAAGCACAAGACTGA 
ATAACGATGCCAAGAATGCCATAGAAGCACTTGGAAGTAAAGAAATCAGGAACATGAAATTCA 
GGTCTAGCTGGGTATTTATTGCAGCAAAAGGCTTGGAACTCCCTTCCGAAATTCAGAGAGAAA 
AGATCAACCACTCTGATGCTAAGAACAACAGATATTCTGGCTGGCCTGCAGAGATCCAGATAG 
AAGGCTGCATACCCAAAGAACGAAGCTGACACTGCAGGGTCCTGAGTAAATGTGTTCTGTATA 
AACAAATGCAGCTGGAATCGCTCAAGAATCTTATTTTTCTAAATCCAACAGCCCATATTTGAT 
GAGTATTTTGGGTTTGTTGTAAACCAATGAACATTTGCTAGTTGTATCAAATCTTGGTACGCA 
GTATTTTTATACCAGTATTTTATGTAGTGAAGATGTCAATTAGCAGGAAACT7\AAATGAATGG 
AAATTCTTAAAAAAAAAA 
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FIGURE 390 

MRPLAGGLLKVVFVVFASLCAWYSGYLLAELIPDAPLSSTU^YSIRSIGERPVLKAPVPKRQKC 
DHWTPCPSDTYAYRLLSGGGRSKYAKICFEDNLLMGEQLGNVARGINIAIVNYVTGNVTATRC 
FDMYEGDNSGPMTKFIQS7\APKSLLFMVTYDDGSTRLNNDAKNAIEALGSKEIRNMKFRSSWV 
FIAAKGLELPSEIQREKINHSDAKNNRYSGWPAEIQIEGCIPKERS 

Ixaporliani: f eat^ures : 
Signal sequence . 

amino acids 1-20 

N-glycosyla^i.on sites . 

amino acids 120-124^ 208-212 

Glycosaminoglycan at:t:achment: sxte. 

amino acids 80-8 4 

N-myr±stoylat:xon sxtes . 

amino acids 81-87, 108-114, 119-125 
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FIGURE 391 



GGGGGCTTTCTTGGGCTTGGCTGCTTGGAACACCTGCCTCCAAGGACCGGCCTCGGAGGGGTCGCCGGGAAAGGG 
AGGGAAGAAGGAAGGGCGGGGCCGGCCCCCCTGCGCCCGCCCCGCGCCTCTGCGCGCCCCTGTCCGCCCCGGCCC 
AGCCCAGCCCAGCCCCGCGGGCCGGTCACACGCGCAGCCAGCCGGCCGCCTCCCGCGCCCAAGCGCGCCGCTCTG 
CTGTGCCCTGCGCCCTTGCCCCGCGCCAGCTTCTGCGCCCGCAGCCCGCCCGGCGCCCCCGGTGACCGTGACCCT 
GCCCTGGGCGCGGGGCGGAGCAGGC ATG TCCCGCCCGGGGACCGCTACCCCAGCGCTGGCCCTGGTGCTCCTGGC 
AGTGACCCTGGCCGGGGTCGGAGCCCAGGGCGCAGCCCTCGAGGACCCTGATTATTACGGGCAGGAGATCTGGAG 
CCGGGAGCCCTACTACGCGCGCCCGGAGCCCGAGCTCGAGACCTTCTCTCCGCCGCTGCCTGCGGGGCCCGGGGA 
GGAGTGGGAGCGGCGCCCGCAGGAGCCCAGGCCGCCCAAGAGGGCCACCAAGCCCAAGAAAGCTCCCAAGAGGGA 
GAAGTCGGCTCCGGAGCCGCCTCCACCAGGTAAACACAGCAACAAAT^AAGTTATGAGT^CCAAGAGCTCTGAGAA 
GGCTGCCAACGATGATCACAGTGTCCGTGTGGCCCGTGAAGATGTCAGAGAGAGTTGCCCACCTCTTGGTCTGGA 
7U\CCTTi\AAAATCACAGACTTCCAGCTCCATGCCTCCACGGTGAAGCGCTATGGCCTGGGGGCACATCGAGGGAG 
ACTCAACATCCAGGCGGGCATTAATGAAAATGATTTTTATGACGGAGCGTGGTGCGCGGGAAGAAATGACCTCCA 
GCAGTGGATTGAAGTGGATGCTCGGCGCCTGACCAGATTCACTGGTGTCATCACT.CAAGGGAGGAACTCCCTCTG 
GCTGAGTGACTGGGTGACATCCTATAAGGTCATGGTGAGCAATGACAGCCACACGTGGGTCACTGTTAAGAATGG 
ATCTGGAGACATGATATTTGAGGGAAACAGTGAGAAGGAGATCCCTGTTCTCAATGAGCTACCCGTCCCCATGGT 
GGCCCGCTACATCCGCATAAACCCTCAGTCCTGGTTTGATAATGGGAGCATCTGCATGAGAATGGAGATCCTGGG 
CTGCCCACTGCCAGATCCTAATAATTATTATCACCGCCGGAACGAGATGACCACCACTGATGACCTGGATTTTAA 
GCACCACAATTATAAGGAAATGCGCCAGTTGATGAAAGTTGTGAATGAAATGTGTCCCAATATCACCAGAATTTA 
CAACATTGGAAAAAGCCACCAGGGCCTGAAGCTGTATGCTGTGGAGATCTCAGATCACCCTGGGGAGCATGAAGT 
CGGTGAGCCCGAGTTCCACTACATCGCGGGGGCCCACGGCAATGAGGTGCTGGGCCGGGAGCTGCTGCTGCTGCT 
GGTGCAGTTCGTGTGTCAGGAGTACTTGGCCCGGAATGCGCGCATCGTCCACCTGGTGGAGGAGACGCGGATTCA 
CGTCCTCCCCTCCCTCAACCCCGATGGCTACGAGAAGGCCTACGAAGGGGGCTCGGAGCTGGGAGGCTGGTCCCT 
GGGACGCTGGACCCACGATGGAATTGACATCAACAACAACTTTCCTGATTTAAACACGCTGCTCTGGGAGGCAGA 
GGATCGACAGAATGTCCCCAGGAAAGTTCCCAATCACTATATTGCAATCCCTGAGTGGTTTCTGTCGGAAAATGC 
CACGGTGGCTGCCGAGACCAGAGCAGTCATAGCCTGGATGGAAAAAATCCCTTTTGTGCTGGGCGGCAACCTGCA 
GGGCGGCGAGCTGGTGGTGGCGTATCCCTACGACCTGGTGCGGTCCCCCTGGAAGACGCAGGAACACACCCCCAC 
CCCCGATGACCACGTGTTCCGCTGGCTGGCCTACTCCTATGCCTCCACACACCGCCTCATGACAGACGCCCGGAG 
GAGGGTGTGCCACACGGAGGACTTCCAGAAGGAGGAGGGCACTGTCAATGGGGCCTCCTGGCACACCGTCGCTGG 
AAGTCTGAACGATTTCAGCTACCTTCATACAAACTGCTTCGAACTGTCCATCTACGTGGGCTGTGATAAATACCC 
ACATGAGAGCCAGCTGCCCGAGGAGTGGGAGAATAACCGGGAATCTCTGATCGTGTTCATGGAGCAGGTTCATCG 
TGGCATTAAAGGCTTGGTGAGAGATTCACATGGAAAAGGAATCCCAAACGCCATTATCTCCGTAGAAGGCATTAA 
CCATGACATCCGAACAGCCAACGATGGGGATTACTGGCGCCTCCTGAACCCTGGAGAGTATGTGGTCACAGCAAA 
GGCCGAAGGTTTCACtGCATCCACCAAGAACTGTATGGTTGGCTATGACATGGGGGCCACAAGGTGTGACTTCAC 
ACTTAGCAAAACCAACATGGCCAGGATCCGAGAGATCATGGAGAAGTTTGGGAAGCAGCCCGTCAGCCTGCCAGC 
CAGGCGGCTGAAGCTGCGGGGGCGGAAGAGACGACAGCGTGGGTGACCCTCCTGGGCCCTTGAGACTCGTCTGGG 
ACCCATGCAAATT7\AACCAACCTGGTAGTAGCTCCATAGTGGACTCACTCACTGTTGTTTCCTCTGTAATTCAAG 
AAGTGCCTGGAAGAGAGGGTGCATTGTGAGGCAGGTCCCAAAAGGGAAGGCTGGAGGCTGAGGCTGTTTTCTTTT 
CTTTGTTCCCATTTATCCAAATAACTTGGACAGAGCAGCAGAGAAAAGCTGATGGGAGTGAGAGAACTCAGCAAG 
CCAACCTGGGAATCAGAGAGAGAAGGAGAAGGAGGGGAGCCTGTCCGTTCAGAGCCTCTGGCTGCATAGAAAAGG 
ATTCTGGTGCTTCCCCTGTTTGCGTGGCAGCAAGGGTTCCACGTGCATTTGCAATTTGCACAGCTAAAATTGCAG 
CATTTCCCCAGCTGGGCTGTCCCAAATGTTACCATTTGAGATGCTCCCAGGCGTCCTAAGAGAATCCACCCTCTC 
TGGCCCTGGGACATTGCAAGCTGCTACAAATAAATTCTGTGTTCTTTTGACAATAGCGTCATTGCCAAGTGCACA 
TCAGTGAGCCTCTTGAATCTGTTTAGTCTCCTTTTTCAACAAAGGAGTGTGTTCAGAAAAGGAGAGAGAGGCTGA 
GATCATTCAGGAGTTTGTTGGGCAGCAAGCATGGAGCTTCTTGCACAAATTCTGGGTCCATAAACAACCCCCAAA 
GTCCCTGCTGATCCAGTAGCCCTGGAGGTTCCCCAGGTAGGGAGAGCCAGAGGTGCCAGCCTTCCTGAAGGGCCA 
GAAAATTTAGCCTGGATCTCCTCTTTTACCTGCTAGGACTGGAAAGAGCCAGAAGTGGGGTGGCCTGAAGCCCTC 
TCTCTGCTTGAGGTATTGCCCCTGTGTGGAATTGAGTGCTCATGGGTTGGCCTCATATCAGCCTGGGAGTTATTT 
TTGATATGTAGAATGCCAGATCTTCCAGATTAGGCTAAATGTAATGAAAACCTCTTAGGATTATCTGTGGAGCAT 
CAGTTTGGGAAGAATTATTGAATTATCTTGCAAGAAAAAAGTATGTCTCACTTTTTGTTAATGTTGCTGCCTCAT 
TGACCTGGGAAAAATGAAAAAAAAAAATAAAGCAAATGGTAAGACCCTTAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 392 

MSRPGTATPALALVLLAVTLAGVGAQGAALEDPDYYGQEIWSREPYYARPEPELETFSPPLPA 
GPGEEWERRPQEPRPPKRATKPKKAPKREKSAPEPPPPGKHSNKKVMRTKSSEKAANDDHSVR 
VAREDVRESCPPLGLETLKITDFQLHASTVKRYGLGAHRGRLNIQAGINENDFYDGAWCAGRN 
DLQQWIEVDARRLTRFTGVITQGRNSLWLSDWVTSYKVMVSNDSHTWVTVKNGSGDMIFEGNS 
EKEIPVLNELPVPMVARYIRINPQSWFDNGSICMRMEILGCPLPDPNNYYHRRNEMTTTDDLD 
FKHHNYKEMRQLMKVVNEMCPNITRIYNIGKSHQGLKLYAVEISDHPGEHEVGEPEFHYIAGA 
HGNEVLGRELLLLLVQFVCQEYLARNARIVHLVEETRIHVLPSLNPDGYEKAYEGGSELGGWS 
LGRWTHDGIDINNNFPDLNTLLWEAEDRQNVPRKVPNHYIAIPEWFLSENATVAAETRAVIAW 
MEKIPFVLGGNLQGGELVVAYPYDLVRSPWKTQEHTPTPDDHVFRWLAYSYASTHRLMTDARR 
RVCHTEDFQKEEGTVNGASWHTVAGSLNDFSYLHTNCFELSIYVGCDKYPHESQLPEEWENNR 
ESLIVFMEQVHRGIKGLVRDSHGKGIPNAIISVEGINHDIRTANDGDYWRLLNPGEYWTAKA 
EGFTASTKNCMVGYDMGATRCDFTLSKTNMARIREIMEKFGKQPVSLPARRLKLRGRKRRQRG 
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FIGURE 393 



GTCCCACATCCTGCTCAACTGGGTCAGGTCCCTCTTAGACCAGCTCTTGTCCATCATTTGCTGAAGTGGACCAAC 

TAGTTCCCCAGTAGGGGGTCTCCCCTGGCAATTCTTGATCGGCGTTTGGACATCTCAGATCGCTTCCAATGAAGA 

TGGCCTTGCCTTGGGGTCCTGCTTGTTTCATAATCATCTAACTATGGGACAAGGTTGTGCCGGCAGCTCTGGGGG 

AAGGAGCACGGGGCTGATCAAGCCATCCAGGAAACACTGGAGGACTTGTCCAGCCTTGAAAGAACTCTAGTGGTT 

TCTGAATCTAGCCCACTTGGCGGTAAGCATGATGCAACTTCTGCAACTTCTGCTGGGGCTTTTGGGGCCAGGTGG 

CTACTTATTTCTTTTAGGGGATTGTCAGGAGGTGACCACTCTCACGGTGAAATACCAAGTGTCAGAGGAAGTGCC 

ATCTGGTACAGTGATCGGGAAGCTGTCCCAGGAACTGGGCCGGGAGGAGAGGCGGAGGCAAGCTGGGGCCGCCTT 

CCAGGTGTTGCAGCTGCCTCAGGCGCTCCCCATTCAGGTGGACTCTGAGGAAGGCTTGCTCAGCACAGGCAGGCG 

GCTGGATCGAGAGCAGCTGTGCCGACAGTGGGATCCCTGCCTGGTTTCCTTTGATGTGCTTGCCACAGGGGATTT 

GGCTCTGATCCATGTGGAGATCCAAGTGCTGGACATCAATGACCACCAGCCACGGTTTCCCAAAGGCGAGCAGGA 

GCTGGAAATCTCTGAGAGCGCCTCTCTGCGAACCCGGATCCCCCTGGACAGAGCTCTTGACCCAGAGACAGGCCC 

TAACACCCTGCACACCTACACTCTGTCTCCCAGTGAGCACTTTGCCTTGGATGTCATTGTGGGCCCTGATGAGAC 

CAAACATGCAGAACTCATAGTGGTGAAGGAGCTGGACAGGGAAATCCATTCATTTTTTCATCTGGTGTTAJ^.CTGC 

CTATGACAATGGGAACCCCCCCAAGTCAGGTACCAGCTTGGTCAAGGTCT^CGTCTTGGACTCCAATGACAATAG 

CCCTGCGTTTGCTGAGAGTTCACTGGCACTGGAAATCCAAGAAGATGCTGCACCTGGTACGCTTCTCATAAAACT 

GACCGCCACAGACCCTGACCAAGGCCCCAATGGGGAGGTGGAGTTCTTCCTCAGTAAGCACATGCCTCCAGAGGT 

GCTGGACACCTTCAGTATTGATGCCAAGACAGGCCAGGTCATTCTGCGTCGACCTCTAGACTATGAAAAGAACCC 

TGCCTACGAGGTGGATGTTCAGGCAAGGGACCTGGGTCCCAATCCTATCCCAGCCCATTGCAAAGTTCTCATCAA 

GGTTCTGGATGTCAATGACAACATCCCAAGCATCCACGTCACATGGGCCTCCCAGCCATCACTGGTGTCAGAAGC 

TCTTCCCAAGGACAGTTTTATTGCTCTTGTCATGGCAGATGACTTGGATTCAGGACACAATGGTTTGGTCCACTG 

CTGGCTGAGCCAAGAGCTGGGCCACTTCAGGCTGAAAAGAACTAATGGCAACACATACATGTTGCTAACCAATGC 

CACACTGGACAGAGAGCAGTGGCCCAAATATACCCTCACTCTGTTAGCCCAAGACCAAGGACTCCAGCCCTTATC 

AGCCAAGAAACAGCTCAGCATTCAGATCAGTGACATCAACGACAATGCACCTGTGTTTGAGAAAAGCAGGTATGA 

AGTCTCCACGCGGGAAAACAACTTACCCTCTCTTCACCTCATTACCATCAAGGCTCATGATGCAGACTTGGGCAT 

TAATGGAAAAGTCTCATACCGCATCCAGGACTCCCCAGTTGCTCACTTAGTAGCTATTGACTCCAACACAGGAGA 

GGTCACTGCTCAGAGGTCACTGAACTATG7\AGAGATGGCCGGCTTTGAGTTCCAGGTGATCGCAGAGGACAGCGG 

GCAACCCATGCTTGCATCCAGTGTCTCTGTGTGGGTCAGCCTCTTGGATGCCAATGATAATGCCCCAGAGGTGGT 

CCAGCCTGTGCTCAGCGATGGAAAAGCCAGCCTCTCCGTGCTTGTGAATGCCTCCACAGGCCACCTGCTGGTGCC 

CATCGAGACTCCCT^TGGCTTGGGCCCAGCGGGCACTGACACACCTCCACTGGCCACTCACAGCTCCCGGCCATT 

CCTTTTGACAACCATTGTGGCAAGAGATGCAGACTCGGGGGCAAATGGAGAGCCCCTCTACAGCATCCGCAATGG 

AAATGAAGCCCACCTCTTCATCCTCAACCCTCATACGGGGCAGCTGTTCGTCAATGTCACCAATGCCAGCAGCCT 

CATTGGGAGTGAGTGGGAGCTGGAGATAGTAGTAGAGGACCAGGGAAGCCCCCCCTTACAGACCCGAGCCCTGTT 

GAGGGTCATGTTTGTCACCAGTGTGGACCACCTGAGGGACTCAGCCCGCAAGCCTGGGGCCTTGAGCATGTCGAT 

GCTGACGGTGATCTGCCTGGCTGTACTGTTGGGCATCTTCGGGTTGATCCTGGCTTTGTTCATGTCCATCTGCCG 

GACAGAAAAGAAGGACAACAGGGCCTACAACTGTCGGGAGGCCGAGTCCACCTACCGCCAGCAGCCCAAGAGGCC 

CCAGAAACACATTCAGAAGGCAGACATCCACCTCGTGCCTGTGCTCAGGGGTCAGGCAGGTGAGCCTTGTGAAGT 

CGGGCAGTCCCACAAAGATGTGGACAAGGAGGCGATGATGGAAGCAGGCTGGGACCCCTGCCTGCAGGCCCCCTT 

CCACCTCACCCCGACCCTGTACAGGACGCTGCGTAATCTU^GGCAACCAGGGAGCACCGGCGGAGAGCCGAGAGGT 

GCTGCAAGACACGGTCAACCTCCTTTTCAACCATCCCAGGCAGAGGAATGCCTCCCGGGAGAACCTGAACCTTCC 

CGAGCCCCAGCCTGCCACAGGCCAGCCACGTTCCAGGCCTCTGAAGGTTGCAGGCAGCCCCACAGGGAGGCTGGC 

TGGAGACCAGGGCAGTGAGGAAGCCCCACAGAGGCCACCAGCCTCCTCTGCAACCCTGAGACGGCAGCGACATCT 

CAATGGCAAAGTGTCCCCTGAGAAAGAATCAGGGCCCCGTCAGATCCTGCGGAGCCTGGTCCGGCTGTCTGTGGC 

TGCCTTCGCCGAGCGGAACCCCGTGGAGGAGCTCACTGTGGATTCTCCTCCTGTTCAGCAAATCTCCCAGCTGCT 

GTCCTTGCTGCATCAGGGCCAATTCCAGCCCAAACCAAACCACCGAGGAAATAAGTACTTGGCCAAGCCAGGAGG 

CAGCAGGAGTGCAATCCCAGACACAGATGGCCCAAGTGCAAGGGCTGGAGGCCAGACAGACCCAGAACAGGAGGA 

AGGGCCTTTGGATCCTGAAGAGGACCTCTCTGTGAAGCAACTGCTAGAAGAAGAGCTGTCAAGTCTGCTGGACCC 

CAGCACAGGTCTGGCCCTGGACCGGCTGAGCGCCCCTGACCCGGCCTGGATGGCGAGACTCTCTTTGCCCCTCAC 

CACCAACTACCGTGACAATGTGATCTCCCCGGATGCTGCAGCCACGGAGGAGCCGAGGACCTTCCAGACGTTCGG 

CT^AGGCAGAGGCACCAGAGCTGAGCCCAACAGGCACGAGGCTGGCCAGCACCTTTGTCTCGGAGATGAGCTCACT 

GCTGGAGATGCTGCTGGAACAGCGCTCCAGCATGCCCGTGGAGGCCGCCTCCGAGGCGCTGCGGCGGCTCTCGGT 

CTGCGGGAGGACCCTCAGTTTAGACTTGGCCACCAGTGCAGCCTCAGGCATGAAAGTGCAAGGGGACCCAGGTGG 

AAAGACGGGGACTGAGGGCAAGAGCAGAGGCAGCAGCAGCAGCAGCAGGTGCCTGTGAACATACCTCAGACGCCT 

CTGGATCCAAGAACCAGGGGCCTGAGGATCTGTGGACAAGAGCTGGTTTCTAAAATCTTGTAACTCACTAGCTAG 

CGGCGGCCTGAGAACTTTAGGGTGACTGATGCTACCCCCACAGAGGAGGCAAGAGCCCCAGGACTAACAGCTGAC 

TGACCAAAGCAGCCCCTTGTAAGCAGCTCTGAGTCTTTTGGAGGACAGGGACGGTTTGTGGCTGAGATAAGTGTT 

TCCTGGCAAAACATATGTGGAGCACAAAGGGTCAGTCCTCTGGCAGAACAGATGCCACGGAGTATCACAGGCAGG 

AAAGGGTGGCCTTCTTGGGTAGCAGGAGTCAGGGGGCTGTACCCTGGGGGTGCCAGGAAATGCTCTCTGACCTAT 

CAATAAAGGAAAAGCAGTAAAAAAAAAAAAAAAAAAAA 
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FIGURE 394 

MMQLLQLLLGLLGPGGYLFLLGDCQEVTTLTVKYQVSEEVPSGTVIGKLSQELGREERRRQAG 
AAFQVLQLPQALPIQVDSEEGLLSTGRRLDREQLCRQWDPCLVSFDVLATGDLALIHVEIQVL 
DINDHQPRFPKGEQELEISESASLRTRIPLDRALDPDTGPNTLHTYTLSPSEHFALDVIVGPD 
ETKHAELIVVKELDREIHSFFDLVLTAYDNGNPPKSGTSLVKVNVLDSNDNSPAFAESSLALE 
IQEDAAPGTLLIKLTATDPDQGPNGEVEFFLSKHMPPEVLDTFSIDAKTGQVILRRPLDYEKN 
PAYEVDVQARDLGPNPIPAHCKVLIKVLDVNDNIPSIHVTWASQPSLVSEALPKDSFIALVMA 
DDLDSGHNGLVHCWLSQELGHFRLKRTNGNTYMLLTNATLDREQWPKYTLTLLAQDQGLQPLS 
AKKQLSIQISDINDNAPVFEKSRYEVSTRENNLPSLHLITIKAHDADLGINGKVSYRIQDSPV 
AHLVAIDSNTGEVTAQRSLNYEEMAGFEFQVIAEDSGQPMLASSVSVWVSLLDANDNAPEVVQ 
PVLSDGKASLSVLVNASTGHLLVPIETPNGLGPAGTDTPPLATHSSRPFLLTTIVARDADSGA 
NGEPLYSIRNGNEAHLFILNPHTGQLFVNVTNASSLIGSEWELEIWEDQGSPPLQTRALLRV 
MFVTSVDHLRDSARKPGALSMSMLTVICLAVLLGIFGLILALFMSICRTEKKDNRAYNCREAE 
STYRQQPKRPQKHIQKADIHLVPVLRGQAGEPCEVGQSHKDVDKEAMMEAGWDPCLQAPFHLT 
PTLYRTLRNQGNQGAPAESREVLQDTVNLLFNHPRQRNASRENLNLPEPQPATGQPRSRPLKV 
AGSPTGRLAGDQGSEEAPQRPPASSATLRRQRHLNGKVSPEKESGPRQILRSLVRLSVAAFAE 
RNPVEELTVDSPPVQQISQLLSLLHQGQFQPKPNHRGNKYLAKPGGSRSAIPDTDGPSARAGG 
QTDPEQEEGPLDPEEDLSVKQLLEEELSSLLDPSTGLALDRLSAPDPAWiyiARLSLPLTTNYRD 
NVISPDAAATEEPRTFQTFGKAEAPELSPTGTRLASTFVSEMSSLLEMLLEQRSSMPVEAASE 
ALRRLSVCGRTLSLDLATSAASGMKVQGDPGGKTGTEGKSRGSSSSSRCL 

X]qpor1;an^ fea-bures: 
Signal pep'blde: 
amino acids 1-13 
Transmembrane doznaln: 
amino acids 719-739 
N-glycosYlat:±on s±t:e. 

amino acids 415-418, 582-585, 659-662, 662-665 amd 857-860 
Cadherins ex'bracellular repeated domain signature. 

amino acids 123-133, 232-242, 340-350, 448-458 and 553-563 
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FIGURE 395 

CCCAGGCTCTAGTGCAGGAGGAGAAGGAGGAGGAGCAGGAGGTGGAGATTCCCAGTTAAAAGG 
CTCCAGAATCGTGTACCAGGCAGAGAACTGAAGTACTGGGGCCTCCTCCACTGGGTCCGAATC 
AGTAGGTGACCCCGCCCCTGGATTCTGGAAGACCTCACCATGGGACGCCCCCGACCTCGTGCG 
GCCAAGACGTGGATGTTCCTGCTCTTGCTGGGGGGAGCCTGGGCAGGACACTCCAGGGCACAG 
GAGGACAAGGTGCTGGGGGGTCATGAGTGCCAACCCCATTCGCAGCCTTGGCAGGCGGCCTTG 
TTCCAGGGCCAGCAACTACTCTGTGGCGGTGTCCTTGTAGGTGGCAACTGGGTCCTTACAGCT 
GCCCACTGTAAAAAACCGAAATACACAGTACGCCTGGGAGACCACAGCCTACAGAATAAAGAT 
GGCCCAGAGCAAGAAATACCTGTGGTTCAGTCCATCCCACACCCCTGCTACAACAGCAGCGAT 
GTGGAGGACCACAACCATGATCTGATGCTTCTTCAACTGCGTGACCAGGCATCCCTGGGGTCC 
AAAGTGAAGCCCATCAGCCTGGCAGATCATTGCACCCAGCCTGGCCAGAAGTGCACCGTCTCA 
GGCTGGGGCACTGTCACCAGTCCCCGAGAGAATTTTCCTGACACTCTCAACTGTGCAGAAGTA 
AAAATCTTTCCCCAGAAGAAGTGTGAGGATGCTTACCCGGGGCAGATCACAGATGGCATGGTC 
TGTGCAGGCAGCAGCAAAGGGGCTGACACGTGCCAGGGCGATTCTGGAGGCCCCCTGGTGTGT 
GATGGTGCACTCCAGGGCATCACATCCTGGGGCTCAGACCCCTGTGGGAGGTCCGACAAACCT 
GGCGTCTATACCAACATCTGCCGCTACCTGGACTGGATCAAGAAGATCATAGGCAGCAAGGGC 
TGA TTCTAGGATAAGCACTAGATCTCCCTTAATAAACTCACAACTCTCTGGTTC 
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FIGURE 396 

MGRPRPRAAKTWMFLLLLGGAWAGHSRAQEDKVLGGHECQPHSQPWQAALFQGQQLLCGGVLV 
GGNWVLTAAHCKKPKYTVRLGDHSLQNKDGPEQEIPVVQSIPHPCYNSSDVEDHNHDLMLLQL 
RDQASLGSKVKPISLADHCTQPGQKCTVSGWGTVTSPRENFPDTLNCAEVKIFPQKKCEDAYP 
GQITDGMVCAGSSKGADTCQGDSGGPLVCDGALQGITSWGSDPCGRSDKPGVYTNICRYLDWI 
KKIIGSKG 

Impor'tant Features: 
Signal peptixde: 

amino acids 1-23 

Transmembrane domain: 

amino acids 51-71 

N-glycosylatlon site. 

amino acids 110-113 

Serine proteases, trypsin family, hlstldlne active site. 

amino acids 69-74 and 207-217 

Tyrosine kinase phosphorylation site. 

amino acids 182-188 

Krlngle domain proteins motif 

amino acids 205-217 
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FIGURE 397 

GGCGGCTGCTGAGCTGCCTTGAGGTGCAGTGTTGGGGATCCAGAGCCATGTCGGACCTGCTAC 
TACTGGGCCTGATTGGGGGCCTGACTCTCTTACTGCTGCTGACGCTGCTGGCCTTTGCCGGGT 
ACTCAGGGCTACTGGCTGGGGTGG7\AGTGAGTGCTGGGTCACCCCCCATCCGCAACGTCACTG 
TGGCCTACT^GTTCCACATGGGGCTCTATGGTGAGACTGGGCGGCTTTTCACTGAGAGCTGCA 
GCATCTCTCCCAAGCTCCGCTCCATCGCTGTCTACTATGACAACCCCCACATGGTGCCCCCTG 
ATAAGTGCCGATGTGCCGTGGGCAGCATCCTGAGTGAAGGTGAGGAATCGCCCTCCCCTGAGC 
TCATCGACCTCTACCAGAAATTTGGCTTCAAGGTGTTCTCCTTCCCGGCACCCAGCCATGTGG 
TGACAGCCACCTTCCCCTACACCACCATTCTGTCCATCTGGCTGGCTACCCGCCGTGTCCATC 
CTGCCTTGGACACCTACATCAAGGAGCGGAAGCTGTGTGCCTATCCTCGGCTGGAGATCTACC 
AGGAAGACCAGATCCATTTCATGTGCCCACTGGCACGGCAGGGAGACTTCTATGTGCCTGAGA 
TGAAGGAGACAGAGTGGAAATGGCGGGGGCTTGTGGAGGCCATTGACACCCAGGTGGATGGCA 
CAGGAGCTGACACAATGAGTGACACGAGTTCTGTAAGCTTGGAAGTGAGCCCTGGCAGCCGGG 
AGACTTCAGCTGCCACACTGTCACCTGGGGCGAGCAGCCGTGGCTGGGATGACGGTGACACCC 
GCAGCGAGCACAGCTACAGCGAGTCAGGTGCCAGCGGCTCCTCTTTTGAGGAGCTGGACTTGG 
AGGGCGAGGGGCCCTTAGGGGAGTCACGGCTGGACCCTGGGACTGAGCCCCTGGGGACTACCA 
AGTGGCTCTGGGAGCCCACTGCCCCTGAGAAGGGCAAGGAGTAACCCATGGCCTGCACCCTCC 
TGCAGTGCAGTTGCTGAGGAACTGAGCAGACTCTCCAGCAGACTCTCCAGCCCTCTTCCTCCT 
TCCTCTGGGGGAGGAGGGGTTCCTGAGGGACCTGACTTCCCCTGCTCCAGGCCTCTTGCTAAG 
CCTTCTCCTCACTGCCCTTTAGGCTCCCAGGGCCAGAGGAGCCAGGGACTATTTTCTGCACCA 
GCCCCCAGGGCTGCCGCCCCTGTTGTGTCTTTTTTTCAGACTCACAGTGGAGCTTCCAGGACC 
CAGAATAAAGCCAATGATTTACTTGTTTCACCTGGAAAAAAA7UWVZ\AA7\AA 
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FIGURE 398 

MSDLLLLGLIGGLTLLLLLTLLAFAGYSGLLAGVEVSAGSPPIRNVTVAYKFHMGLYGETGRL 
FTESCSISPKLRSIAVYYDNPHMVPPDKCRCAVGSILSEGEESPSPELIDLYQKFGFKVFSFP 
APSHVVTATFPYTTILSIWLATRRVHPALDTYIKERKLCAYPRLEIYQEDQIHFMCPLARQGD 
FYVPEMKETEWKWRGLVEAIDTQVDGTGADTMSDTSSVSLEVSPGSRETSAATLSPGASSRGW 
DDGDTRSEHSYSESGASGSSFEELDLEGEGPLGESRLDPGTEPLGTTKWLWEPTAPEKGKE 
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FIGURE 399 

GGACGAGGGCAGATCTCGTTCTGGGGCT^GCCGTTGACACTCGCTCCCTGCCACCGCCCGGGC 
TCCGTGCCGCCAAGTTTTCATTTTCCACCTTCTCTGCCTCCAGTCCCCCAGCCCCTGGCCGAG 
AGAAGGGTCTTACCGGCCGGGATTGCTGGAAACACCAAGAGGTGGTTTTTGTTTTTTAAAACT 
TCTGTTTCTTGGGAGGGGGTGTGGCGGGGCAGGATSAGC7VACTCCGTTCCTCTGCTCTGTTTC 
TGGAGCCTCTGCTATTGCTTTGCTGCGGGGAGCCCCGTACCTTTTGGTCCAGAGGGACGGCTG 
GAAGATAAGCTCCACAAACCCAAAGCTACACAGACTGAGGTCAAACCATCTGTGAGGTTTAAC 
CTCCGCACCTCCAAGGACCCAGAGCATGAAGGATGCTACCTCTCCGTCGGCCACAGCCAGCCC 
TTAGAAGACTGCAGTTTCAACATGACAGCTAAAACCTTTTTCATCATTCACGGATGGACGATG 
AGCGGTATCTTTGAAAACTGGCTGCACAAACTCGTGTCAGCCCTGCACACAAGAGAGAAAGAC 
GCCAATGTAGTTGTGGTTGACTGGCTCCCCCTGGCCCACCAGCTTTACACGGATGCGGTCAAT 
7\ATACCAGGGTGGTGGGACACAGCATTGCCAGGATGCTCGACTGGCTGCAGGAG7^GGACGAT 
TTTTCTCTCGGGAATGTCCACTTGATCGGCTACAGCCTCGGAGCGCACGTGGCCGGGTATGCA 
GGCAACTTCGTGAAAGGAACGGTGGGCCGAATCACAGGTTTGGATCCTGCCGGGCCCATGTTT 
GAAGGGGCCGACATCCACAAGAGGCTCTCTCCGGACGATGCAGATTTTGTGGATGTCCTCCAC 
ACCTACACGCGTTCCTTCGGCTTGAGCATTGGTATTCAGATGCCTGTGGGCCACATTGACATC 
TACCCCAATGGGGGTGACTTCCAGCCAGGCTGTGGACTCAACGATGTCTTGGGATCAATTGCA 
TATGGAACAATCACAGAGGTGGTAA7U\TGT'GAGCATGAGCGAGCCGTCCACCTCTTTGTTGAC 

tctctggtgaatcaggacaagccgagttttgccttccagtgcactgactccaatcgcttcaaa 
t^ggggatctgtctgagctgccgcaagaaccgttgtaatagcattggctacaatgccaagaaa 
atgaggaacaagaggaacagcaaaatgtacctaaaaacccgggcaggcatgcctttcagaggt 
aaccttcag'tccctggagtgtccc tga ggaaggcccttaatacctccttcttaataccatgct 
gcagagcagggcacatcctagcccaggagaagtggccagcacaatccaatcaaatcgttgcaa 
atcagattacactgtgcatgtcctaggaaagggaatctttacaaaataaacagtgtggacccc 
taataa7u^aaaaaaaaaa7y^aaaaa7y^aaaaaaaaaaa7\aaaaaaaaaaa7\;^^ 
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FIGURE 400 

MSNSVPLLCFWSLCYCFT^GSPVPFGPEGRLEDKLHKPKATQTEVKPSVRFNLRTSKDPEHEG 
CYLSVGHSQPLEDCSFNMTAKTFFIIHGWTMSGIFENWLHKLVSALHTREKDANVVVVDWLPL 
AHQLYTDAVNNTRVVGHSIARMLDWLQEKDDFSLGNVHLIGYSLGAHVAGYAGNFVKGTVGRI 
TGLDPAGPMFEGADIHKRLSPDDADFVDVLHTYTRSFGLSIGIQMPVGHIDIYPNGGDFQPGC 
GLNDVLGSIAYGTITEVVKCEHERAVHLFVDSLVNQDKPSFAFQCTDSNRFKKGICLSCRKNR 
CNSIGYNAKKiyiRNKRNSKMYLKTRAGMPFRGNLQSLECP 

Important features: 
Signal peptide: 

amino acids 1-16 

Lipases, serine active site. 

amino acids 163-172 

N-glycosylation sites . 

- amino acids 80-83 and 136-139 
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FIGURE 401 

CTTCCCAGCCCTGTGCCCCAAAGCACCTGGAGCATATAGCCTTGCAGAACTTCTACTTGCCTG 
CCTCCCTGCCTCTGGCCATGGCCTGCCGGTGCCTCAGCTTCCTTCTGATGGGGACCTTCCTGT 
CAGTTTCCCAGACAGTCCTGGCCCAGCTGGATGCACTGCTGGTCTTCCCAGGCCAAGTGGCTC 
AACTCTCCTGCACGCTCAGCCCCCAGCACGTCACCATCAGGGACTACGGTGTGTCCTGGTACC 
AGCAGCGGGCAGGCAGTGCCCCTCGATATCTCCTCTACTACCGCTCGGAGGAGGATCACCACC 
GGCCTGCTGACATCCCCGATCGATTCTCGGCAGCCAAGGATGAGGCCCACAATGCCTGTGTCC 
TCACCATTAGTCCCGTGCAGCCTGAAGACGACGCGGATTACTACTGCTCTGTTGGCTACGGCT 
TTAGTCCC TAG GGGTGGGGTGTGAGATGGGTGCCTCCCCTCTGCCTCCCATTTCTGCCCCTGA 
CCTTGGGTCCCTTTTAAACTTTCTCTGAGCCTTGCTTCCCCTCTGTAAAATGGGTTAATAATA 
TTCAACATGTCAACAAC 
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FIGURE 402 

E^CRCLSFLLMGTFLSVSQTVLAQLDALLVFPGQVAQLSCTLSPQHVTIRDYGVSWYQQRAGS 
APRYLLYYRSEEDHHRPADIPDRFSAAKDEAHNACVLTISPVQPEDDADYYCSVGYGFSP 
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FIGURE 403 

CGCGCCGGGCGCAGGGAGCTGAGTGGACGGCTCGAGACGGCGGCGCGTGCAGCAGCTCCAGAAAGCAGCGAGTTG 

GCAGAGCAGGGCTGCATTTCCAGCAGGAGCTGCGAGCACAGTGCTGGCTCACAACAAGATGCTCAAGGTGTCAGC 

CGTACTGTGTGTGTGTGCAGCCGCTTGGTGCAGTCAGTCTCTCGCAGCTGCCGCGGCGGTGGCTGCAGCCGGGGG 

GCGGTCGGACGGCGGTAATTTTCTGGATGATAAACAATGGCTCACCACAATCTCTCAGTATGACAAGGAAGTCGG 

ACAGTGGAACAAATTCCGAGACGAAGTAGAGGATGATTATTTCCGCACTTGGAGTCCAGGT^ATVACCCTTCGATCA 

GGCTTTAGATCCAGCTAAGGATCCATGCTTAAAGATGAAATGTAGTCGCCATAAAGTATGCATTGCTCAAGATTC 

TCAGACTGCAGTCTGCATTAGTCACCGGAGGCTTACACACAGGATGAAAGAAGCAGGAGTAGACCATAGGCAGTG 

GAGGGGTCCCATATTATCCACCTGCAAGCAGTGCCCAGTGGTCTATCCCAGCCCTGTTTGTGGTTCAGATGGTCA 

TACCTACTCTTTTCAGTGCAAACTAGAATATCAGGCATGTGTCTTAGGAAAACAGATCTCAGTCAAATGTG 

ACATTGCCCATGTCCTTCAGATAAGCCCACCAGTACAAGCAGAAATGTTAAGAGAGCATGCAGTGACCTGGAGTT 

CAGGGAAGTGGCAAACAGATTGCGGGACTGGTTCAAGGCCCTTCATGAAAGTGGAAGTCAAAACAAGAAGACAAA 

AACATTGCTGAGGCCTGAGAGAAGCAGATTCGATACCAGCATCTTGCCAATTTGCAAGGACTCACTTGGCTGGAT 

GTTTAACAGACTTGATAC7U\ACTATGACCTGCTATTGGACCAGTCAGAGCTCAGAAGCATTTACCTTGATAAGAA 

TGAACAGTGTACCAAGGCATTCTTCAATTCTTGTGACACATACAAGGACAGTTTAATATCTAATAATGAGTGGTG 

CTACTGCTTCCAGAGACAGCAAGACCCACCTTGCCAGACTGAGCTCAGCAATATTCAGAAGCGGCAAGGGGTAAA 

GAAGCTCCTAGGACAGTATATCCCCCTGTGTGATGAAGATGGTTACTACAAGCCAACACAATGTCATGGCAGTGT 

TGGACAGTGCTGGTGTGTTGACAGATATGGAAATGAAGTCATGGGATCCAGAATAAATGGTGTTGCAGATTGTGC 

TATAGATTTTGAGATCTCCGGAGATTTTGCTAGTGGCGATTTTCATGAATGGACTGATGATGAGGATGATGAAGA 

CGATATTATGAATGATGAAGATGAAATTGAAGATGATGATGAAGATGAAGGGGATGATGATGATGGTGGTGATGA 

CCATGATGTATACATTTGATTGATGACAGTTGAAATCAATAAATTCTACATTTCTAATATTTACAAAAATGATAG 

CCTATTTAAAATTATCTTCTTCCCCAATAACAAAATGATTCTAAACCTCACATATATTTTGTATAATTATTTGAA 

AAATTGCAGCTAAAGTTATAGAACTTTATGTTTAAATAAGAATCATTTGCTTTGAGTTTTTATATTCCTTACACA 

AAAAGAAAATACATATGCAGTCTAGTCAGACAAAATAAAGTTTTGAAGTGCTACTATAATAAATTTTTCACGAGA 

ACAAACTTTGTA7VATCTTCCATAAGCAAAATGACAGCTAGTGCTTGGGATCGTACATGTTAATTTTTTGAAAGAT 

AATTCTAAGTGAAATTTAAAATAAATAAATTTTTAATGACCTGGGTCTTAAGGATTTAGGAAAAATATGCATGCT 

TTAATTGCATTTCCAAAGTAGCATCTTGCTAGACCTAGATGAGTCAGGATAACAGAGAGATACCACATGACTCCA 

AAAAAAAAAAAAAA 
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FIGURE 404 

MLKVSAVLCVCAAAWCSQSLAAAAAVAAAGGRSDGGNFLDDKQWLTTISQYDKEVGQWNKFRD 
EVEDDYFRTWSPGKPFDQALDPAKDPCLKMKCSRHKVCIAQDSQTAVCISHRRLTHRMKEAGV 
DHRQWRGPILSTCKQCPWYPSPVCGSDGHTYSFQCKLEYQACVLGKQISVKCEGHCPCPSDK 
PTSTSRNVKRACSDLEFREVANRLRDWFKALHESGSQNKKTKTLLRPERSRFDTSILPICKDS 
LGWMFNRLDTNYDLLLDQSELRSIYLDKNEQCTKAFFNSCDTYKDSLISNNEWCYCFQRQQDP 
PCQTELSNIQKRQGVKKLLGQYIPLCDEDGYYKPTQCHGSVGQCWCVDRYGNEVMGSRINGVA 
DCAIDFEISGDFASGDFHEWTDDEDDEDDIMNDEDEIEDDDEDEGDDDDGGDDHDVYI 

Import^an-t f ea'tures : 
Signal peptide: 

amino acids 1-16 

Leucine zippeir pat^tern. 

amino acids 24 6-2 67 

N-myris'boylation sites . 

amino acids 357-362, 371-376 and 376-381 

Thyroglobulin 'bype-l repeat; proteins 

amino acids 353-365 and 339-352 
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FIGURE 405 

GGAAGGGGAGGAGCAGGCCACACAGGCACAGGCCGGTGAGGGACCTGCCCAGACCTGGAGGGTCTCGCTCTGTCA 
CACAGGCTGGAGTGCAGTGGTGTGATCTTGGCTCATCGTAACCTCCACCTCCCGGGTTCAAGTGATTCTCATGCC 
TCAGCCTCCCGAGTAGCTGGGATTACAGGTGGTGACTTCCAAGAGTGACTCCGTCGGAGGAAAATGACTCCCCAG 
TCGCTGCTGCAGACGACACTGTTCCTGCTGAGTCTGCTCTTCCTGGTCCAAGGTGCCCACGGCAGGGGCCACAGG 
GAAGACTTTCGCTTCTGCAGCCAGCGGAACCAGACACACAGGAGCAGCCTCCACTACAAACCCACACCAGACCTG 
CGCATCTCCATCGAGAACTCCGAAGAGGCCCTCACAGTCCATGCCCCTTTCCCTGCAGCCCACCCTGCTTCCCGA 
TCCTTCCCTGACCCCAGGGGCCTCTACCACTTCTGCCTCTACTGGAACCGACATGCTGGGAGATTACATCTTCTC 
TATGGCAAGCGTGACTTCTTGCTGAGTGACAAAGCCTCTAGCCTCCTCTGCTTCCAGCACCAGGAGGAGAGCCTG 
GCTCAGGGCCCCCCGCTGTTAGCCACTTCTGTCACCTCCTGGTGGAGCCCTCAGAACATCAGCCTGCCCAGTGCC 
GCCAGCTTCACCTTCTCCTTCCACAGTCCTCCCCACACGGCCGCTCACAATGCCTCGGTGGACATGTGCGAGCTC 
AAAAGGGACCTCCAGCTGCTCAGCCAGTTCCTGAAGCATCCCCAGAAGGCCTCAAGGAGGCCCTCGGCTGCCCCC 
GCCAGCCAGCAGTTGCAGAGCCTGGAGTCGAAACTGACCTCTGTGAGATTCATGGGGGACATGGTGTCCTTCGAG 
GAGGACCGGATCAACGCCACGGTGTGGAAGCTCCAGCCCACAGCCGGCCTCCAGGACCTGCACATCCACTCCCGG 
CAGGAGGAGGAGCAGAGCGAGATCATGGAGTACTCGGTGCTGCTGCCTCGAACACTCTTCCAGAGGACGAAAGGC 
CGGAGCGGGGAGGCTGAGAAGAGACTCCTCCTGGTGGACTTCAGCAGCCAAGCCCTGTTCCAGGACAAGAATTCC 
AGCCAAGTCCTGGGTGAGAAGGTCTTGGGGATTGTGGTACAGAACACCAAAGTAGCCAACCTCACGGAGCCCGTG 
GTGCTCACTTTCCAGCACCAGCTACAGCCGAAGAATGTGACTCTGCAATGTGTGTTCTGGGTTGAAGACCCCACA 
TTGAGCAGCCCGGGGCATTGGAGCAGTGCTGGGTGTGAGACCGTCAGGAGAGAAACCeAAACATCCTGCTTCTGC 
AACCACTTGACCTACTTTGCAGTGCTGATGGTCTCCTCGGTGGAGGTGGACGCCGTGCACAAGCACTACCTGAGC 
CTCCTCTCCTACGTGGGCTGTGTCGTCTCTGCCCTGGCCTGCCTTGTCACCATTGCCGCCTACCTCTGCTCCAGG 
GTGCCCCTGCCGTGCAGGAGGAAACCTCGGGACTACACCATCAAGGTGCACATGAACCTGCTGCTGGCCGTCTTC 
CTGCTGGACACGAGCTTCCTGCTCAGCGAGCCGGTGGCCCTGACAGGCTCTGAGGCTGGCTGCCGAGCCAGTGCC 
ATCTTCCTGCACTTCTCCCTGCTCACCTGCCTTTCCTGGATGGGCCTCGAGGGGTACAACCTCTACCGACTCGTG 
GTGGAGGTCTTTGGCACCTATGTCCCTGGCTACCTACTCAAGCTGAGCGCCATGGGCTGGGGCTTCCCCATCTTT 
CTGGTGACGCTGGTGGCCCTGGTGGATGTGGACAACTATGGCCCCATCATCTTGGCTGTGCATAGGACTCCAGAG 
GGCGTCATCTACCCTTCCATGTGCTGGATCCGGGACTCCCTGGTCAGCTACATCACCAACCTGGGCCTCTTCAGC 
CTGGTGTTTCTGTTCAACATGGCCATGCTAGCCACCATGGTGGTGCAGATCCTGCGGCTGCGCCCCCACACCCAA 
AAGTGGTCACATGTGCTGACACTGCTGGGCCTCAGCCTGGTCCTTGGCCTGCCCTGGGCCTTGATCTTCTTCTCC 
TTTGCTTCTGGCACCTTCCAGCTTGTCGTCCTCTACCTTTTCAGCATCATCACCTCCTTCCAAGGCTTCCTCATC 
TTCATCTGGTACTGGTCCATGCGGCTGCAGGCCCGGGGTGGCCCCTCCCCTCTGAAGAGCAACTCAGACAGCGCC 
AGGCTCCCCATCAGCTCGGGCAGCACCTCGTCCAGCCGCATCTAGGCCTCCAGCCCACCTGCCCATGTGATGAAG 
CAGAGATGCGGCCTCGTCGCACACTGCCTGTGGCCCCCGAGCCAGGCCCAGCCCCAGGCCAGTCAGCCGCAGACT 
TTGGAAAGCCCAACGACCATGGAGAGATGGGCCGTTGCCATGGTGGACGGACTCCCGGGCTGGGCTTTTGAATTG 
GCCTTGGGGACTACTCGGCTCTCACTCAGCTCCCACGGGACTCAGAAGTGCGCCGCCATGCTGCCTAGGGTACTG 
TCCCCACATCTGTCCCAACCCAGCTGGAGGCCTGGTCTCTCCTTACAACCCCTGGGCCCAGCCCTCATTGCTGGG 
GGCCAGGCCTTGGATCTTGAGGGTCTGGCACATCCTTAATCCTGTGCCCCTGCCTGGGACAGAAATGTGGCTCCA 
GTTGCTCTGTCTCTCGTGGTCACCCTGAGGGCACTCTGCATCCTCTGTCATTTTAACCTCAGGTGGCACCCAGGG 
CGAATGGGGCCCAGGGCAGACCTTCAGGGCCAGAGCCCTGGCGGAGGAGAGGCCCTTTGCCAGGAGCACAGCAGC 
AGCTCGCCTACCTCTGAGCCCAGGCCCCCTCCCTCCCTCAGCCCCCCAGTCCTCCCTCCATCTTCCCTGGGGTTC 
TCCTCCTCTCCCAGGGCCTCCTTGCTCCTTCGTTCACAGCTGGGGGTCCCCGATTCCAATGCTGTTTTTTGGGGA 
GTGGTTTCCAGGAGCTGCCTGGTGTCTGCTGTAAATGTTTGTCTACTGCACAAGCCTCGGCCTGCCCCTGAGCCA 
GGCTCGGTACCGATGCGTGGGCTGGGCTAGGTCCCTCTGTCCATCTGGGCCTTTGTATGAGCTGCATTGCCCTTG 
CTCACCCTGACCAAGCACACGCCTCAGAGGGGCCCTCAGCCTCTCCTGAAGCCCTCTTGTGGCAAGAACTGTGGA 
CCATGCCAGTCCCGTCTGGTTTCCATCCCACCACTCCAAGGACTGAGACTGACCTCCTCTGGTGACACTGGCCTA 
GAGCCTGACACTCTCCTAAGAGGTTCTCTCCAAGCCCCCAAATAGCTCCAGGCGCCCTCGGCCGCCCATCATGGT 
TAATTCTGTCCAACAAACACACACGGGTAGATTGCTGGCCTGTTGTAGGTGGTAGGGACACAGATGACCGACCTG 
GTCACTCCTCCTGCCAACATTCAGTCTGGTATGTGAGGCGTGCGTGAAGCAAGAACTCCTGGAGCTACAGGGACA 
GGGAGCCATCATTCCTGCCTGGGAATCCTGGAAGACTTCCTGCAGGAGTCAGCGTTCAATCTTGACCTTGAAGAT 
GGGAAGGATGTTCTTTTTACGTACCAATTCTTTTGTCTTTTGATATTAAAAAGAAGTACATGTTCATTGTAGAGA 
ATTTGGAAACTGTAGAAGAGAATCAAGAAGAAAAATAAAAATCAGCTGTTGTAATCGCCTAGCAT^AAT^AAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA/UU^^^ 
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FIGURE 406 

MTPQSLLQTTLFLLSLLFLVQGAHGRGHREDFRFCSQRNQTHRSSLHYKPTPDLRISIENSEE 
ALTVHAPFPAAHPASRSFPDPRGLYHFCLYWNRHAGRLHLLYGKRDFLLSDKASSLLCFQHQE 
ESLAQGPPLLATSVTSWWSPQNISLPSAASFTFSFHSPPHTAAHNASVDMCELKRDLQLLSQF 
LKHPQKASRRPSAAPASQQLQSLESKLTSVRFMGDMVSFEEDRINATVWKLQPTAGLQDLHIH 
SRQEEEQSEIMEYSVLLPRTLFQRTKGRSGEAEKRLLLVDFSSQALFQDKNSSQVLGEKVLGI 
VVQNTKVANLTEPVVLTFQHQLQPKNVTLQCVFWVEDPTLSSPGHWSSAGCETVRRETQTSCF 
CNHLTYFAVLMVSSVEVDAVHKHYLSLLSYVGCVVSALACLVTIAAYLCSRVPLPCRRKPRDY 
TIKVHMNLLLAVFLLDTSFLLSEPVALTGSEAGCRASAIFLHFSLLTCLSWMGLEGYNLYRLV 
VEVFGTYVPGYLLKLSAMGWGFPIFLVTLVALVDVDNYGPIILAVHRTPEGVIYPSMCWIRDS 
LVSYITNLGLFSLVFLFNE^AMLATMVVQILRLRPHTQKWSHVLTLLGLSLVLGLPWALIFFSF 
ASGTFQLVVLYLFSIITSFQGFLIFIWYWSMRLQARGGPSPLKSNSDSARLPISSGSTSSSRI 

Impor-tant: features : 
Signal peptide: 

amino acids 1-25 

Putative transmembrane domains: 

amino acids 382-398, 402-420, 445-468, 473-491, 519-537, 568-590 
and 634-657 

Microbodies C- terminal targeting signal. 

amino acids 691-693 

cAMP- and cGMP -dependent protein kinase phosphorylation sites. 

amino acids 198-201 and 370-373 
N-glycosylation sites . 

amino acids 39-42, 148-151, 171-174, 234-237, 303-306, 324-327 
and 341-344 

6-protein coupled receptors family 2 proteins 

amino acids 475-504 
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FIGURE 407 

TTGTGACTAAAAGCTGGCCTAGCAGGCCAGGGAGTGCAGCTGCAGGCGTGGGGGTGGCAGGAG 
CCGCAGAGCCAGAGCAGACAGCCGAGAAACAGGTGGACAGTGTGAAAGAACCAGTGGTCTCGC 
TCTGTTGCCCAGGCTAGAGTGTACTGGCGTGATCATAGCTCACTGCAGCCTCAGACTCCTGGA 
CTTGAGAAATCCTCCTGCCTTAGCCTCCTGCATATCTGGGACTCCAGGGGTGCACTCAAGCCC 
TGTTTCTTCTCCTTCTGTGAGTGGACCACGGAGGCTGGTGAGCTGCCTGTCATCCCAAAGCTC 
AGCTCTGAGCCAGAGTGGTGGTGGCTCCACCTCTGCCGCCGGCATAGAAGCCAGGAGCAGGGC 
TCTCAGAAGGCGGTGGTGCCCAGCTGGGATCATGTTGTTGGCCCTGGTCTGTCTGCTCAGCTG 
CCTGCTACCCTCCAGTGAGGCCAAGCTCTACGGTCGTTGTGAACTGGCCAGAGTGCTACATGA 
CTTCGGGCTGGACGGATACCGGGGATACAGCCTGGCTGACTGGGTCTGCCTTGCTTATTTCAC 
AAGCGGTTTC/y^CGCAGCTGCTTTGGACTACGAGGCTGATGGGAGCACCAACAACGGGATCTT 
CCAGATCAACAGCCGGAGGTGGTGCAGCAACCTCACCCCGAACGTCCCCAACGTGTGCCGGAT 
GTACTGCTCAGATTTGTTG/^TCCTAATCTCAAGGATACCGTTATCTGTGCCATGAAGATAAC 
CCAAGAGCCTCAGGGTCTGGGTTACTGGGAGGCCTGGAGGCATCACTGCCAGGGAAAAGACCT 
CACTGAATGGGTGGATGGCTGTGACTTCTAGGATGGACGGAACCATGCACAGCAGGCTGGGAA 
ATGTGGTTTGGTTCCTGACCTAGGCTTGGGAAGACAAGCCAGCGAATAAAGGATGGTTGAACG 
TGAAA 
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FIGURE 408 

MLLALVCLLSCLLPSSEAKLYGRCELARVLHDFGLDGYRGYSLADWVCLAYFTSGFNAAALDY 
EADGSTNNGIFQINSRRWCSNLTPNVPNVCRMYCSDLLNPNLKDTVICAMKITQEPQGLGYWE 
AWRHHCQGKDLTEWVDGCDF 

Xmport^an-t fea'tures: 
Signal peptide: 

amino acids 1-18 

N-myris'boylat:±on site . 

amino acids 67-72 

Homolgous region to Alpha- lac talbumln / lysozyme C proteins. 

amino acids 34-58 (catalytic domain) , 111-132 and 66-107 
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FIGURE 409 

CAGACTCCAGATTTCCCTGTCAACCACGAGGAGTCCAGAGAGGAAACGCGGAGCGGAGACAACAGTACCTGACGC 
CTCTTTCAGCCCGGGATCGCCCCAGCAGGGATGGGCGACAAGATCTGGCTGCCCTTCCCCGTGCTCCTTCTGGCC 
GCTCTGCCTCCGGTGCTGCTGCCTGGGGCGGCCGGCTTCACACCTTCCCTCGATAGCGACTTCACCTTTACCCTT 
CCCGCCGGCCAGAAGGAGTGCTTCTACCAGCCCATGCCCCTGAAGGCCTCGCTGGAGATCGAGTACCAAGTTTTA 
GATGGAGCAGGATTAGATATTGATTTCCATCTTGCCTCTCCAGAAGGCAAAACCTTAGTTTTTGAACAAAGAAT^A 
TCAGATGGAGTTCACACTGTAGAGACTGT^AGTTGGTGATTACATGTTCTGCTTTGACAATACATTCAGCACCATT 
TCTGAGAAGGTGATTTTCTTTGAATTAATCCTGGATAATATGGGAGAACAGGCACAAGAACAAGAAGATTGGAAG 
AAATATATTACTGGCACAGATATATTGGATATGAAACTGGAAGACATCCTGGAATCCATCAACAGCATCAAGTCC 
AGACTAAGCAAAAGTGGGCACATACAAATTCTGCTTAGAGCATTTGAAGCTCGTGATCGAAACATACAAGAAAGC 
AACTTTGATAGAGTCAATTTCTGGTCTATGGTTAATTTAGTGGTCATGGTGGTGGTGTCAGCCATTCAAGTTTAT 
ATGCTGAAGAGTCTGTTTGAAGATAAGAGGAAAAGTAGAACTTAAAACTCCAAACTAGAGTACGT7VACATTGAAA 
AATGAGGCATAAAAATGCAATAAACTGTTACAGTCAAGACCATTAATGGTCTTCTCCAAAATATTTTGAGATATA 
AAAGTAGGAAACAGGTATAATTTTAATGTGAAAATTAAGTCTTCACTTTCTGtGCAAGTAaTCCTGCTGATCCAG 

ttgtacttaagtgtgtaacaggaatattttgcagaatataggtttaactgaatgaagccatattaataactgcat 
tttcctaactttgaaaaattttgcaaatgtcttaggtgattta/uvtaaatgagtattgggcctaattgcaacacc 
agtctgtttttaacaggttctattacccagaacttttttgtaaatgcggcagttacaaattaactgtggaagttt 

TCAGTTTTAAGTTATAAATCACCTGAGAATTACCTAATGATGGATTGAATAAATCTTTAGACTACAAAAGCCCAA 
CTTTTCTCTATTTACATATGCATCTCTCCTATAATGTAAATAGAATAATAGCTTTGAAATACAATTAGGTTTTTG 
AGATTTTTATAACCAAATACATTTCAGTGTAACATATTAGCAGAAAGCATTAGTCTTTGTACTTTGCTTACATTC 
CCAAAAGCTGACATTTTCACGATTCTTAAAAACACAAAGTTACACTTACTAAT^TTAGGACATGTTTTCTCTTTG 
AAATGAAGAATATAGTTTAAAAGCTTCCTCCTCCATAGGGACACATTTTCTCTAACCCTTAACTAAAGTGTAGGA 
TTTTAAAATTAAATGTGAGGTAAAATAAGTTTATTTTTAATAGTATCTGTCAAGTTAATATCTGTCAACAGTTAA 
TAATCATGTTATGTTAATTTTAACATGATTGCTGACTTGGATAATTCATTATTACCAGCAGTTATGAAGGAAATA 
TTGCTAAAATGATCTGGGCCTACCATAAATAAATATCTCCTTTTCTGAGCTCTAAGAATTATCAGAAAACAGGAA 
AGAATTTAGAAAAACTTGAGAAAACCTAATCCAAAATAAAATTCACTTAAGTAGAACTATAAATAAATATCTAGA 
ATCTGACTGGCTCATCATGACATCCTACTCATAACATAAATCAAAGGAGATGATTT^TTTCCAGTTAGCTGGAAG 
AAACTTTGGCTGTAGGTTTTTATTTTCTACAAGAATTCTGGTTTGAATTATTTTTGTAAGCAGGTACATTTTATA 
AAATGTAAGCCCTACTGTAAGGTTTAGCACTGGGTGTACATATTTATTAAAAATTTTTATTATAACAACTTTTAT 
TAAAATGGCCTTTCTGAACACTTTATTTATTGATGTTGAAGTAAGGATTAGAAACATAGACTCCCAAGTTTT7VAA 
CACCTAAATGTGAATAACCCATATATACAACAAAGTTTCTGCCATCTAGCTTTTTGAAGTCTATGGGGGTCTTAC 
TCAAGTACTAGTAATTTAACTTCATCATGAATGAACTATAATTTTTAAGTTATGCCCATTTATAACGTTGTTTAT 
GACTACATTGTGAGTTAGAAACAAACTTAAAATTTGGGGTATAGAACCCCTCAACAGGTTAGTAATGCTGGAATT 
CTTGATGAGCAATAATGATAACCAGAGAGTGATTTCATTTACACTCATAGTAGTATAAAAAGAGATACATTTCCC 
TCTTAGGCCCCTGGGAGAAGAGCAGCTTAGATTTCCCTACTGGCAAGGTTTTTAAAAATGAGGTAAATGCCGTAT 
ATGATCAATTACCTTAATTGGCCAAGAAAATGCTTCAGGTGTCTAGGGGTATCCTCTGCAACACTTGCAGAACAA 
AGGTCAATAAGATCCTTGCCTATGAATACCCCTCCCTTTTGCGCTGTTAAATTTGCAATGAGAAGCAAATTTACA 
GTACCATAACTAATAAAGCAGGGTACAGATATAAACTACTGCATCTTTTCTATAAAACTGTGATTAAGAATTCTA 
CCTCTCCTGTATGGCTGTTACTGTACTGTACTCTCTGACTCCTTACCTAACAATGAATTTGTTACATAATCTTCT 
ACATGTATGATTTGTGCCACTGATCTTAAACCTATGATTCAGTAACTTCTTACCATATAAAAACGAT/^TTGCTT 
TATTTGGAAAAGAATTTAGGAATACTAAGGACAATTATTTTTATAGACAAAGTAAAAAGACAGATATTTAAGAGG 
CATAACCAAAAAAGCAAAACTTGTAAACAGAGTAAAAATCTTTAATATTTCTAAAGACATACTGTTTATCTGCTT 
CATATGCTTTTTTTAATTTCACTATTCCATTTCTAAATTAAAGTTATGCTAAATTGAGTAAGCTGTTTATCACTT 
AACAGCTCATTTTGTCTTTTTCAATATACAAATTTTAAAAATACTACAATATTTAACTAAGGCCCAACCGATTTC 
CATAATGTAGCAGTTACCGTGTTCACCTCACACTAAGGCCTAGAGTTTGCTCTGATATGCATTTGGATGATTAAT 
GTTATGCTGTTCTTTCATGTGAATGTCAAGACATGGAGGGTGTTTGTAATTTTATGGTAAAATTAATCCTTCTTA 
CACATAATGGTGTCTTAAAATTGACAAAAAATGAGCACTTACAATTGTATGTCTCCTCAAATGAAGATTCTTTAT 
GTGAAATTTTAAAAGACATTGATTCCGCATGTAAGGATTTTTCATCTGAAGTACAATAATGCACAATCAGTGTTG 
CTCi\AACTGCTTTATACTTATAAACAGCCATCTTAAATAAGCAACGTATTGTGAGTACTGATATGTATATAATAA 
AAATTATCAAAGGAAAA 
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FIGURE 410 

MGDKIWLPFPVLLLAALPPVLLPGAAGFTPSLDSDFTFTLPAGQKECFYQPMPLPCASLEIEYQ 
VLDGAGLDIDFHLASPEGKTLVFEQRKSDGVHTVETEVGDYMFCFDNTFSTISEKVIFFELIL 
DNMGEQAQEQEDWKKYITGTDILDMKLEDILESINSIKSRLSKSGHIQILLRAFEARDRNIQE 
SNFDRVNFWSMVNLVVMVVVSAIQVYMLKSLFEDKRKSRT 

Impor'tant: f eat:ures : 
Signal pep'tide: 

amino acids 1-23 

Transm^nbrane domain: 

amino acids 195-217 

.N-myrxs'toyla'bxon s±1:e . 

amino acids 4 3-48 

Tyrosine kinase phosphoryla'bion sit:e. 

amino acids 55-62 
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FIGURE 411 



CCCAGCTGAGGAGCCCTGCTCAAGACACGGTCACTGGATCTGAGAAACTTCCCAGGGGACCGCATTCCAGAGTCA 
GTGACTCTGTGAAGCACCCACATCTACCTCTTGCCACGTTCCCACGGGCTTGGGGGAAAGATCGTGGGGACCAAG 
GCCTGGGTGTTCTCCTTCCTGGTCCTGGAAGTCACATCTGTGTTGGGGAGACAGACGATGCTCACCCAGTCAGTA 
AGAAGAGTCCAGCCTGGGAAGAAGAACCCCAGCATCTTTGCCAAGCCTGCCGACACCCTGGAGAGCCCTGGTGAG 
TGGACAACATGGTTCAACATCGACTACCCAGGCGGGAAGGGCGACTATGAGCGGCTGGAGGCCATTCGCTTCTAC 
TATGGGGACCGTGTATGTGCCCGTCCCCTGCGGCTAGAGGCTCGGACCACTGACTGGACACCTGCGGGCAGCACT 
GGCCAGGTGGTCCATGGTAGTCCCCGTGAGGGTTTCTGGTGCCTCAACAGGGAGCAGCGGCCTGGCCAGT^CTGC 
TCTAATTACACCGTACGCTTCCTCTGCCCACCAGGATCCCTGCGCCGAGACACAGAGCGCATCTGGAGCCCATGG 
TCTCCCTGGAGCAAGTGCTCAGCTGCCTGTGGTCAGACTGGGGTCCAGACTCGCACACGCATTTGCTTGGCAGAG 
ATGGTGTCGCTGTGCAGTGAGGCCAGCGAAGAGGGTCAGCACTGCATGGGCCAGGACTGTACAGCCTGTGACCTG 
ACCTGCCCAATGGGCCAGGTGAATGCTGACTGTGATGCCTGCATGTGCCAGGACTTCATGCTTCATGGGGCTGTC 
TCCCTTCCCGGAGGTGCCCCAGCCTCAGGGGCTGCTATCTACCTCCTGACCAAGACGCCGAAGCTGCTGACCCAG 
ACAGACAGTGATGGGAGATTCCGAATCCCTGGCTTGTGCCCTGATGGCAAAAGCATCCTGAAGATCACAAAGGTC 
AAGTTTGCCCCCATTGTACTCACAATGCCCAAGACTAGCCTGAAGGCAGCCACCATCAAGGCAGAGTTTGTGAGG 
GCAGAGACTCCATACATGGTGATGAACCCTGAGACAAAAGCACGGAGAGCTGGGCAGAGCGTGTCTCTGTGCTGT 
AAGGCCA.CA.GGGAAGCCCAGGCCAGACAAGTATTTTTGGTATCATAATGACACATTGCTGGATCCTTCCCTCTAC 
AAGCATGAGAGCAAGCTGGTGCTGAGG 

GATGCTGGGGCTGTGAAGTCCAAGGTTGCCCAGCTGATTGTCACAGCATCTGATGAGACTCCTTGCAACCCAGTT 
CCTGAGAGCTATCTTATCCGGCTGCCCCATGATTGCTTTCAGAATGCCACCAACTCCTTCTACTATGACGTGGGA 
CGCTGCCCTGTTAAGACTTGTGCAGGGCAGCAGGATAATGGGATCAGGTGCCGTGATGCTGTGCAGAACTGCTGT 
GGCATCTCCAAGACAGAGGAAAGGGAGATCCAGTGCAGTGGCTACACGCTACCCACCAAGGTGGCCAAGGAGTGC 
AGCTGCCAGCGGTGTACGGAAACTCGGAGCATCGTGCGGGGCCGTGTCAGTGCTGCTGACAATGGGGAGCCCATG 
CGCTTTGGCCATGTGTACATGGGGAACAGCCGTGTAAGCATGACTGGCTACAAGGGCACTTTCACCCTCCATGTC 
CCCCAGGACACTGAGAGGCTGGTGCTCACATTTGTGGACAGGCTGCAGAAGTTTGTCAACACCACCAAAGTGCTA 
CCTTTCAACAAGAAGGGGAGTGCCGTGTTCCATGAAATCAAGATGCTTCGTCGGAAAGAGCCCATCACTTTGGAA 
GCCATGGAGACCAACATCATCCCCCTGGGGGAAGTGGTTGGTGAAGACCCCATGGCTGAACTGGAGATTCCATCC 
AGGAGTTTCTACAGGCAGAATGGGGAGCCCTACATAGGAAAAGTGAAGGCCAGTGTGACCTTCCTGGATCCCCGG 
AATATTTCCACAGCCACAGCTGCCCAGACTGACCTGAACTTCATCAATGACGAAGGAGACACTTTCCCCCTTCGG 
ACGTATGGCATGTTCTCTGTGGACTTCAGAGATGAGGTCACCTCAGAGCCACTTAATGCTGGCAAAGTGAAGGTC 
CACCTTGACTCGACCCAGGTCAAGATGCCAGAGCACATATCCACAGTGAAACTCTGGTCACTCAATCCAGACACA 
GGGCTGTGGGAGGAGGAAGGTGATTTCAAATTTGAAAATCAAAGGAGGAACAAAAGAGAAGACAGAACCTTCCTG 
GTGGGCAACCTGGAGATTCGTGAGAGGAGGCTCTTTAACCTGGATGTTCCTGAAAGCAGGCGGTGCTTTGTTAAG 
GTGAGGGCCTACCGGAGTGAGAGGTTCTTGCCTAGTGAGCAGATCCAGGGGGTTGTGATCTCCGTGATTAACCTG 
GAGCCTAGAACTGGCTTCTTGTCCAACCCTAGGGCCTGGGGCCGCTTTGACAGTGTCATCACAGGCCCCAACGGG 
GCCTGTGTGCCTGCCTTCTGTGATGACCAGTCCCCTGATGCCTACTCTGCCTATGTCTTGGCAAGCCTGGCTGGG 
GAGGAACTGCAAGCAGTGGAGTCTTCTCCTAAATTCAACCCAAATGCAATTGGCGTCCCTCAGCCCTATCTCAAC 
AAGCTCAACTACCGTCGGACGGACCATGAGGATCCACGGGTTAAAAAGACAGCTTTCCAGATTAGCATGGCCAAG 
CCAAGGCCCAACTCAGCTGAGGAGAGCAATGGGCCCATCTATGCCTTTGAGAACCTCCGGGCATGTGAAGAGGCA 
CCACCCAGTGCAGCCCACTTCCGGTTCTACCAGATTGAGGGGGATCGATATGACTACAACACAGTCCCCTTCAAC 
GAAGATGACCCTATGAGCTGGACTGAAGACTATCTGGCATGGTGGCCAAAGCCGATGGAATTCAGGGCCTGCTAT 
ATCAAGGTGAAGATTGTGGGGCCACTGGAAGTGAATGTGCGATCCCGCAACATGGGGGGCACTCATCGGCGGACA 
GTGGGGAAGCTGTATGGAATCCGAGATGTGAGGAGCACTCGGGACAGGGACCAGCCCAATGTCTCAGCTGCCTGT 
CTGGAGTTCAAGTGCAGTGGGATGCTCTATGATCAGGACCGTGTGGACCGCACCCTGGTGAAGGTCATCCCCCAG 
GGCAGCTGCCGTCGAGCCAGTGTGAACCCCATGCTGCATGAGTACCTGGTCAACCACTTGCCACTTGCAGTCAAC 
AACGACACCAGTGAGTACACCATGCTGGCACCCTTGGACCCACTGGGCCACAACTATGGCATCTACACTGTCACT 
GACCAGGACCCTCGCACGGCCAAGGAGATCGCGCTCGGCCGGTGCTTTGATGGCACATCCGATGGCTCCTCCAGA 
ATCATGAAGAGCAATGTGGGAGTAGCCCTCACCTTCAACTGTGTAGAGAGGCAAGTAGGCCGCCAGAGTGCCTTC 
CAGTACCTCCAAAGCACCCCAGCCCAGTCCCCTGCTGCAGGCACTGTCCAAGGAAGAGTGCCCTCGAGGAGGCAG 
CAGCGAGCGAGCAGGGGTGGCCAGCGCCAGGGTGGAGTGGTGGCCTCTCTGAGATTTCCTAGAGTTGCTCAACAG 
CCCCTGATCAAC TAA GTTTTGTGGTACTTCACCCTCTTCTGCCCTCATTTCATGTGACAGCCATTGTGAGACTGA 
TGCACAAACTGTCACTTGGTTAATTTAAGCACTTCTGTTTTCGTGAATTTGCTTGTTTGTTTCTTCATGCCTTTA 
CTTACTTTGTCCCATGCTACTGATTGGCACGTGGCCCCCACAATGGCACAATAAAGCCCCTTTGTGAAACTGTTC 
TTTAAATGAAACACAAGAAATTGGCCACTGGTAAAACTCTGCAGCTTCAACTGTACTTCATTTAATGCCATTAAT 
GCAAATATACTTCCTCTTCTTTTTGCATGGTTTTGCCCACCTCTGCAATAGTGATAATCTGATGCTGAAGATCAA 
ATAACCAATATAAAGCATATTTCTTGGCCTTGCTCCACAGGACATAGGCAAGCCTTGATCATAGTTCATACATAT 
AAATGGTGGTGAAATAAAGAAATAAAACACAATACTTTTACTTGAAATGTAAATAACTTATTTATTTCTTTGCTA 
AATTTGGAATTCTAGTGCACATTCAAAGTTAAGCTATTAAATATAGGGTGATCATAGTTCCTCTACCAAGTCTGG 
AAAGAACATCTCCTGGTATCCACAATTACACCAGGTTGCTAACTGTATTTGTACATTTCCCTTTGCATTCGCTTT 
TGTTCTTGCTAGAAACCCAGTGTAGCCCAGGGCAGATGTCAATAAATGCATACTCTGTATTTCGAAAAAA 
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FIGURE 412 

MVGTKAWVFSFLVLEVTSVLGRQTMLTQSVRRVQPGKKNPSIFAKPADTLESPGEWTTWFNID 
YPGGKGDYERLDAIRFYYGDRVCARPLRLEARTTDWTPAGSTGQVVHGSPREGFWCLNREQRP 
GQNCSNYTVRFLCPPGSLRRDTERIWSPWSPWSKCSAACGQTGVQTRTRICLAEMVSLCSEAS 
EEGQHCMGQDCTACDLTCPMGQVNADCDACMCQDFMLHGAVSLPGGAPASGAAIYLLTKTPKL 
LTQTDSDGRFRIPGLCPDGKSILKITKVKFAPIVLTMPKTSLKAATIKAEFVRAETPYMVMNP 
ETKARRAGQSVSLCCKATGKPRPDKYFWYHNDTLLDPSLYKHESKLVLRKLQQHQAGEYFCKA 
QSDAGAVKSKVAQLIVTASDETPCNPVPESYLIRLPHDCFQNATNSFYYDVGRCPVKTCAGQQ 
DNGIRCRDAVQNCCGISKTEEREIQCSGYTLPTKVAKECSCQRCTETRSIVRGRVSAADNGEP 
MRFGHVYMGNSRVSMTGYKGTFTLHVPQDTERLVLTFVDRLQKFVNTTKVLPFNKKGSAVFHE 
IKMLRRKEPITLEAMETNIIPLGEVVGEDPMAELEIPSRSFYRQNGEPYIGKVKASVTFLDPR 
NISTATAAQTDLNFINDEGDTFPLRTYGMFSVDFRDEVTSEPLNAGKVKVHLDSTQVKMPEHI 
STVKLWSLNPDTGLWEEEGDFKFENQRRNKREDRTFLVGNLEIRERRLFNLDVPESRRCFVKV 
RAYRSERFLPSEQIQGVVISVINLEPRTGFLSNPRAWGRFDSVITGPNGACVPAFCDDQSPDA 
YSAYVLASLAGEELQAVESSPKFNPNAIGVPQPYLNKLNYRRTDHEDPRVKKTAFQISMAKPR 
PNSAEESNGPIYAFENLRACEEAPPSAAHFRFYQIEGDRYDYNTVPFNEDDPMSWTEDYLAWW 
PKPMEFRACYIKVKIVGPLEVNVRSRNMGGTHRRTVGKLYGIRDVRSTRDRDQPNVSAACLEF 
KCSGMLYDQDRVDRTLVKVIPQGSCRRASVNPMLHEYLVNHLPLAVNNDTSEYTMLAPLDPLG 
HNYGIYTVTDQDPRTAKEIALGRCFDGTSDGSSRIMKSNVGVALTFNCVERQVGRQSAFQYLQ 
STPAQSPAAGTVQGRVPSRRQQRASRGGQRQGGWASLRFPRVAQQPLIN 
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FIGURE 413 

GCCACGTTGTCTTCTTTCCTTCACCACCACCCAGGAGCTCAGAGATCTAAGCTGCTTTCCATC 
TTTTCTCCCAGCCCCAGGACACTGACTCTGTACAGGATGGGGCCGTCCTCTTGCCTCCTTCTC 
ATCCTAATCCCCCTTCTCCAGCTGATCAACCCGGGGAGTACTCAGTGTTCCTTAGACTCCGTT 
ATGGATAAGAAGATCAAGGATGTTCTCAACAGTCTAGAGTACAGTCCCTCTCCTATAAGCAAG 
AAGCTCTCGTGTGCTAGTGTCAAAAGCCAAGGCAGACCGTCCTCCTGCCCTGCTGGGATGGCT 
GTCACTGGCTGTGCTTGTGGCTATGGCTGTGGTTCGTGGGATGTTCAGCTGGAAACCACCTGC 
CACTGCCAGTGCAGTGTGGTGGACTGGACCACTGCCCGCTGCTGCCACCTGACCTGACAGGGA 
GGAGGCTGAGAACTCAGTTTTGTGACCATGACAGTAATGAAACCAGGGTCCCAACCAAGAAAT 
CTAACTCAAACGTCCCACTTCATTTGTTCCATTCCTGATTCTTGGGTAATAAAGACAAACTTT 
GTACCTCAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 414 

MGPSSCLLLILIPLLQLINPGSTQCSIiDSV^IDKKIKDVLNSLEYSPSPISKKLSCASVKS 
QGRPSSCPAGMAVTGCACGYGCGSVroVQLETTCHCQCSWDWTTARCCHLT 
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CAGAAGAGGGGGCTAGCTAGCTGTCTCTGCGGACCAGGGAGACCCCCGCGCCCCCCCGGTGTG 
AGGCGGCCTCACAGGGCCGGGTGGGCTGGCGAGCCGACGCGGCGGCGGAGGAGGCTGTGAGGA 
GTGTGTGGAACAGGACCCGGGACAGAGGAACCATSGCTCCGCAGAACCTGAGCACCTTTTGCC 
TGTTGCTGCTATACCTCATCGGGGCGGTGATTGCCGGACGAGATTTCTATAAGATCTTGGGGG 
TGCCTCGAAGTGCCTCTATAAAGGATATTAAAAAGGCCTATAGGAAACTAGCCCTGCAGCTTC 
ATCCCGACCGGAACCCTGATGATCCACAAGCCCAGGAGAAATTCCAGGATCTGGGTGCTGCTT 
ATGAGGTTCTGTCAGATAGTGAGAAACGGAAACAGTACGATACTTATGGTGAAGAAGGATTAA 
AAGATGGTCATCAGAGCTCCCATGGAGACATTTTTTCACACTTCTTTGGGGATTTTGGTTTCA 
TGTTTGGAGGAACCCCTCGTCAGCAAGACAGAAATATTCCAAGAGGAAGTGATATTATTGTAG 
ATCTAGAAGTCACTTTGGAAGAAGTATATGCAGGAAATTTTGTGGAAGTAGTTAGAAACAAAC 
CTGTGGCAAGGCAGGCTCCTGGCAAACGGAAGTGCAATTGTCGGCAAGAGATGCGGACCACCC 
AGCTGGGCCCTGGGCGCTTCCA7y\TGACCCAGGAGGTGGTCTGCGACGAATGCCCTAATGTCA 
AACTAGTG7\ATGAAGAACGAACGCTGGAAGTAGAAATAGAGCCTGGGGTGAGAGACGGCATGG 
AGTACCCCTTTATTGGAGAAGGTGAGCCTCACGTGGATGGGGAGCCTGGAGATTTACGGTTCC 
GAATCAAAGTTGTCAAGCACCCAATATTTGAAAGGAGAGGAGATGATTTGTACACAAATGTGA 
CAATCTCATTAGTTGAGTCACTGGTTGGCTTTGAGATGGATATTACTCACTTGGATGGTCACA 
AGGTACATATTTCCCGGGATAAGATCACCAGGCCAGGAGCGAAGCTATGGAAGAAAGGGGAAG 
GGCTCCCCAACTTTGACAACAACAATATCAAGGGCTCTTTGATAATCACTTTTGATGTGGATT 
TTCCAAAAGAACAGTTAACAGAGGAAGCGAGAGAAGGTATCAAACAGCTACTGAAACAAGGGT 
CAGTGCAGAAGGTATACAATGGACTGCAAGGATATOeGAGAGTGAATAAAATTGGACTTTGTTT 
AAAATAAGTGAATAAGCGATATTTATTATCTGCi\AGGTTTTTTTGTGTGTGTTTTTGTTTTTA 
TTTTCAATATGCAAGTTAGGCTTAATTTTTTTATCTAATGATCATCATGAAATGAATAAGAGG 
GCTTAAGAATTTGTCCATTTGCATTCGGAAAAGAATGACCAGCAAAAGGTTTACTAATACCTC 
TCCCTTTGGGGATTTAATGTCTGGTGCTGCCGCCTGAGTTTCAAGAATTAAAGCTGCAAGAGG 
ACTCCAGGAGCAAAAGA7U\CACAATATAGAGGGTTGGAGTTGTTAGCAATTTCATTCAAAATG 
CCAACTGGAGAAGTCTGTTTTTAAATACATTTTGTTGTTATTTTTA 
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FIGURE 416 

MAPQNLSTFCLLLLYLIGAVIAGRDFYKILGVPRSASIKDIKKAYRKLALQLHPDRNPDDPQAQEKFQDLGAAYE 
VLSDSEKRKQYDTYGEEGLKDGHQSSHGDIFSHFFGDFGFMFGGTPRQQDRNIPRGSDIIVDLEVTLEEVYAGNF 
VEVVRNKPVARQAPGKRKCNCRQEMRTTQLGPGRFQMTQEVVCDECPNVKLVNEERTLEVEIEPGVRDGMEYPFI 
GEGEPHVDGEPGDLRFRIKVVKHPIFERRGDDLYTNVTISLVESLVGFEMDITHLDGHKVHISRDKITRPGAKLW 
KKGEGLPNFDNNNIKGSLIITFDVDFPKEQLTEEAREGIKQLLKQGSVQKVYNGLQGY 

Import:ant: features: 
Signal peptide: 

amino acids 1-22 

Cell attachment sequence. 

amino acids 254-257 

Nt-dna«T domain signature. 

amino acids 67-87 

Homologous_region to Nt-dnaJ domain proteins. 

amino acids 26-58 

N-glycosylatlon site. 

amino acids 5-9, 261-265 

Tyrosine kinase phosphorylation site. 

amino acids 253-260 

N-myristoylation site. 

amino acids 18-24, 31-37, 93-99, 215-221 

Amldatlon site. 

amino acids 164-168 
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CGGCGGCGGCTGCGGGCGCGAGGTGAGGGGCGCGAGGTGAGGGGCGCGAGGTTCCCAGCAGGA 
TGCCCCGGCTCTGCAGGAAGCTGAAGTGAGAGGCCCGGAGAGGGCCCAGCCCGCCCGGGGCAG 
G ATGA CCAAGGCCCGGCTGTTCCGGCTGTGGCTGGTGCTGGGGTCGGTGTTCATGATCCTGCT 
GATCATCGTGTACTGGGACAGCGCAGGCGCCGCGCACTTCTACTTGCACACGTCCTTCTCTAG 
GCCGCACACGGGGCCGCCGCTGCCCACGCCCGGGCCGGACAGGGACAGGGAGCTCACGGCCGA 
CTCCGATGTCGACGAGTTTCTGGACAAGTTTCTCAGTGCTGGCGTGAAGCAGAGCGACCTTCC 
CAGAAAGGAGACGGAGCAGCCGCCTGCGCCGGGGAGCATGGAGGAGAGCGTGAGAGGCTACGA 
CTGGTCCCCGCGCGACGCCCGGCGCAGCCCAGACCAGGGCCGGCAGCAGGCGGAGCGGAGGAG 
CGTGCTGCGGGGCTTCTGCGCCAACTCCAGCCTGGCCTTCCCCACCAAGGAGCGCGCATTCGA 
CGACATCCCCAACTCGGAGCTGAGCCACCTGATCGTGGACGACCGGCACGGGGCCATCTACTG 
CTACGTGCCCAAGGTGGCCTGCACCT^CTGGAAGCGCGTGATGATCGTGCTGAGCGGAAGCCT 
GCTGCACCGCGGTGCGCCCTACCGCGACCCGCTGCGCATCCCGCGCGAGCACGTGCACAACGC 
CAGCGCGCACCTGACCTTCAACAAGTTCTGGCGCCGCTACGGGAAGCTCTCCCGCCACCTCAT 
GAAGGTCAAGCTCAAG7VAGTACACCAAGTTCCTCTTCGTGCGCGACCCCTTCGTGCGCCTGAT 
CTCCGCCTTCCGCAGCAAGTTCGAGCTGGAGAACGAGGAGTTCTACCGCAAGTTCGCCGTGCC 
CATGCTGCGGCTGTACGCCAACCACACCAGCCTGCCCGCCTCGGCGCGCGAGGCCTTCCGCGC 
TGGCCTCAAGGTGTCCTTCGCCAACTTCATCCAGTACCTGCTGGACCCGCACACGGAGAAGCT 
GGCGCCCTTCAACGAGCACTGGCGGCAGGTGTACCGCCTCTGCCACCCGTGCCAGATCGACTA 
CGACTTCGTGGGGAAGCTGGAGACTCTGGACGAGGACGCCGCGCAGCTGCTGCAGCTACTCCA 
GGTGGACCGGCAGCTCCGCTTCCCCCCGAGCTACCGGAACAGGACCGCCAGCAGCTGGGAGGA 
GGACTGGTTCGCCAAGATCCC'CCTGGCCTGGAGGCAGCAGCTGTATAAACTCTACGAGGCCGA 
CTTTGTTCTCTTCGGCTACCCCAAGCCCGAAAACCTCCTCCGAGACTGAAAGCTTTCGCGTTG 
CTTTTTCTCGCGTGCCTGGAACCTGACGCACGCGCACTCCAGTTTTTTTATGACCTACGATTT 
TGCAATCTGGGCTTCTTGTTCACTCCACTGCCTCTATCCATTGAGTACTGTATCGATATTGTT 
TTTTAAGATTAATATATTTCAGGTATTTAATACGA 
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FIGURE 418 

MTKARLFRLWLVLGSVFMILLIIVYWDSAGAAHFYLHTSFSRPHTGPPLPTPGPDRDRELTAD 
SDVDEFLDKFLSAGVKQSDLPRKETEQPPAPGSMEESVRGYDWSPRDARRSPDQGRQQAERRS 
VLRGFCANSSLAFPTKERAFDDIPNSELSHLIVDDRHGAIYCYVPKVACTNWKRVMIVLSGSL 
LHRGAPYRDPLRIPREHVHNASAHLTFNKFWRRYGKLSRHLMKVKLKKYTKFLFVRDPFVRLI 
SAFRSKFELENEEFYRKFAVPMLRLYANHTSLPASAREAFRAGLKVSFANFIQYLLDPHTEKL 
APFNEHWRQVYRLCHPCQIDYDFVGKLETLDEDAAQLLQLLQVDRQLRFPPSYRNRTASSWEE 
DWFAKIPLAWRQQLYKLYEADFVLFGYPKPENLLRD 

Impor'tant: features : 
Signal peptide: 

amino acids 1-31 

N-glycosylatixon sx^bes . 

amino acids 134-137, 209-212, 280-283 and 370-373 

TNFR/N6FR family cyst:e±ne-r±ch region protein 

amino acids 329-332 
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GGCACGAGGCTGAACCCAGCCGGCTCCATCTCAGCTTCTGGTTTCTAAGTCCATGTGCC7\AAG 
GCTGQCAGGAAGGAGACGCCTTCCTGAGTCCTGGATCTTTCTTCCTTCTGGAAATCTTTGACT 
GTGGGTAGTTATTTATTTCTGAATAAGAGCGTCCACGCATCATGGACCTCGCGGGACTGCTGA 
AGTCTCAGTTCCTGTGCCACCTGGTCTTCTGCTACGTCTTTATTGCCTCAGGGCTAATCATCA 
ACACCATTCAGCTCTTCACTCTCCTCCTCTGGCCCATTAACAAGCAGCTCTTCCGGAAGATCA 
ACTGCAGACTGTCCTATTGCATCTCAAGCCAGCTGGTGATGCTGCTGGAGTGGTGGTCGGGCA 
CGGAATGCACCATCTTCACGGACCCGCGCGCCTACCTCAAGTATGGGAAGGAATyVTGCCATCG 
TGGTTCTCAACCACAAGTTTGAAATTGACTTTCTGTGTGGCTGGAGCCTGTCCGAACGCTTTG 
GGCTGTTAGGGGGCTCCAAGGTCCTGGCCAAGAAAGAGCTGGCCTATGTCCCAATTATCGGCT 
GGATGTGGTACTTCACCGAGATGGTCTTCTGTTCGCGCAAlGTGGGAGCAGGATCGCAAGACGG 
TTGCCACCAGTTTGCAGCACCTCCGGGACTACCCCGAGAAGTATTTTTTCCTGATTCACTGTG 
AGGGCACACGGTTCACGGAGAAGAAGCATGAGATCAGCATGCAGGTGGCCCGGGCCAAGGGGC 
TGCCTCGCCTCAAGCATCACCTGTTGCCACGAACCAAGGGCTTCGCCATCACCGTGAGGAGCT 
TGAGAAATGTAGTTTCAGCTGTATATGACTGTACACTCAATTTCAGAAATAATGAAAATCCAA 
CACTGCTG^GAGTCCTAAACGGAAAGAAATACCATGCAGATTTGTATGTTAGGAGGATCCCAC 
TGGAAGACATCCCTGAAGACGATGACGAGTGCTCGGCCTGGCTGCACAAGCTCTACCAGGAGA 
AGGATGCCTTTCAGGAGGAGTACTACAGGACGGGCACCTTCCCAGAGACGCCCATGGTGCCCC 
CCCGGCGGCCCTGGACCCTCGTGAACTGGCTGTTTTGGGCCTCGCTGGTGCTCTACCCTTTCT 
TCCAGTTCCTGGTCAGCATGATCAGGAGCGGGTCTTCCCTGACGCTGGCCAGCTTCATCCTCG 
TCTTCTTTGTGGCCTCCGTGGGAGTTCGATGGATGATTGGTGTGACGGAAATTGACAAGGGCT 
CTGCCTACGGCAACTCTGACAGCAAGCAGAAACTGAATGACTGACTCAGGGAGGTGTCACCAT 
CCGAAGGGAACCTTGGGGAACTGGTGGCCTCTGCATATCCTCCTTAGTGGGACACGGTGACAA 
AGGCTGGGTGAGCCCCTGCTGGGCACGGCGGAAGTCACGACCTCTCCAGCCAGGGAGTCTGGT 
CTC7\AGGCCGGATGGGGAGGAAGATGTTTTGTAATCTTTTTTTCCCCATGTGCTTTAGTGGGC 
TTTGGTTTTCTTTTTGTGCGAGTGTGTGTGAGAATGGCTGTGTGGTGAGTGTGAACTTTGTTC 
TGTGATCATAGAAAGGGTATTTTAGGCTGCAGGGGAGGGCAGGGCTGGGGACCGAAGGGGACA 
AGTTCCCCTTTCATCCTTTGGTGCTGAGTTTTCTGTAACCCTTGGTTGCCAGAGATAAAGTGA 
AAAGTGCTTTAGGTGAGATGACTAAATTATGCCTCCT^AGAAAAAAAAATTAAAGTGCTTTTCT 
GGGTCAAAAAAAAAAAA 
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FIGURE 420 

MDLAGLLKSQFLCHLVFCYVFIASGLIINTIQLFTLLLWPINKQLFRKINCRLSYCISSQLVM 
LLEWWSGTECTIFTDPRAYLKYGKENAIVVLNHKFEIDFLCGWSLSERFGLLGGSKVLAKKEL 
AYVPIIGWMWYFTEMVFCSRKWEQDRKTVATSLQHLRDYPEKYFFLIHCEGTRFTEKKHEISM 
QVARAKGLPRLKHHLLPRTKGFAITVRSLRNVVSAVYDCTLNFRNNENPTLLGVLNGKKYHAD 
LYVRRIPLEDIPEDDDECSAWLHKLYQEKDAFQEEYYRTGTFPETPMVPPRRPWTLVNWLFWA 
SLVLYPFFQFLVSMIRSGSSLTLASFILVFFVASVGVRWMIGVTEIDKGSAYGNSDSKQKLND 
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FIGURE 421 

CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGCTGGGTGCCTGCATC 
GCCAgEGGACACCACCAGGTACAGCAAGTGGGGCGGCAGCTCCGAGGAGGTCCCCGGAGGGCCC 
TGGGGACGCTGGGTGCACTGGAGCAGGAGACCCCTCTTCTTGGCCCTGGCTGTCCTGGTCACC 
ACAGTCCTTTGGGCTGTGATTCTGAGTATCCTATTGTCCAAGGCCTCCACGGAGCGCGCGGCG 
CTGCTTGACGGCCACGACCTGCTGAGGACAAACGCCTCGAAGCAGACGGCGGCGCTGGGTGCC 
CTGAAGGAGGAGGTCGGAGACTGCCACAGCTGCTGCTCGGGGACGCAGGCGCAGCTGCAGACC 
ACGCGCGCGGAGCTTGGGGAGGCGCAGGCGAAGCTGATGGAGCAGGAGAGCGCCCTGCGGGAA 
CTGCGTGAGCGCGTGACCCAGGGCTTGGCTGAAGCCGGCAGGGGCCGTGAGGACGTCCGCACT 
GAGCTGTTCCGGGCGCTGGAGGCCGTGAGGCTCCAGAACAACTCCTGCGAGCCGTGCCCCACG 
TCGTGGCTGTCCTTCGAGGGCTCCTGCTACTTTTTCTCTGTGCCAAAGACGACGTGGGCGGCG 
GCGCAGGATCACTGCGCAGATGCCAGCGCGCACCTGGTGATCGTTGGGGGCCTGGATGAGCAG 
GGCTTCCTCACTCGGAACACGCGTGGCCGTGGTTACTGGCTGGGCCTGAGGGCTGTGCGCCAT 
CTGGGCAAGGTTCAGGGCTACCAGTGGGTGGACGGAGTCTCTCTCAGCTTCAGCCACTGGAAC 
CAGGGAGAGCCCAATGACGCTTGGGGGCGCGAGAACTGTGTCATGATGCTGCACACGGGGCTG 
TGGAACGACGCACCGTGTGACAGCGAGAAGGACGGCTGGATCTGTGAGAAAAGGCACAACTGC 
T6ACCCCGCCCAGTGCCCTGGAGCCGCGCCCATTGCAGCATGTCGTATCCTGGGGGCTGCTCA 
CCTCCCTGGCTCCTGGAGCTGATTGCCAAAGAGTTTTTTTCTTCCTCATCCACCGCTGCTGAG 
TCTCAGAAACACTTGGCCCAACATAGCCCTGTCCAGCCCAGTGCCTGGGCTCTGGGACCTCCA 
TGCCGACCTCATCCTAACTCCACTCACGCAGACCCAACCTAACCTCCACTAGCTCCAAAATCC 
CTGCTCCTGCGTCCCCGTGATATGCCTCCACTTCTCTCCCTAACCAAGGTTAGGTGACTGAGG 
ACTGGAGCTGTTTGGTTTTCTCGCATTTTCCACCAAACTGGAAGCTGTTTTTGCAGCCTGAGG 
AAGCATCAATA7\ATATTTGAGAAATGAAAAAA 
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FIGURE 422 

MDTTRYSKWGGSSEEVPGGPWGRWVHWSRRPLFLALAVLVTTVLWAVILSILLSKASTERAAL 
LDGHDLLRTNASKQTAALGALKEEVGDCHSCCSGTQAQLQTTRAELGEAQAKLMEQESALREL 
RERVTQGLAEAGRGREDVRTELFRALEAVRLQNNSCEPCPTSWLSFEGSCYFFSVPKTTWAAA 
QDHCADASAHLVIVGGLDEQGFLTRNTRGRGYWLGLRAVRHLGKVQGYQWVDGVSLSFSHWNQ 
GEPNDAWGRENCVMMLHTGLWNDAPCDSEKDGWICEKRHNC 

Xmpor-tant feat^ures: 

Type XX 1:ransmexiibrane domain: 

amino acids 31-54 

N-glycosylation sites. 

amino acids 73-76 and 159-162 

Iieucxne zipper pat:tern. 

amino acids 102-123 

N-myristoylatlon sites. 

amino acids 18-23, 133-138 and. 242-247 

C-'type lect:ln domain slgnatere. 

amino acids 264-287 
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FIGURE 423 

GCGCCGCCAGGCGTAGGCGGGGTGGCCCTTGCGTCTCCCGCTTCCTTGAAAAACCCGGCGGGC 
GAGCGAGGCTGCGGGCCGGCCGCTGCCCTTCCCCACACTCCCCGCCGAGAAGCCTCGCTCGGC 
GCCCAAC ATG GCGGGTGGGCGCTGCGGCCCGCAGCTAACGGCGCTCCTGGCCGCCTGGATCGC 
GGCTGTGGCGGCGACGGCAGGCCCCGAGGAGGCCGCGCTGCCGCCGGAGCAGAGCCGGGTCCA 
GCCCATGACCGCCTCCTVACTGGACGCTGGTGATGGAGGGCGAGTGGATGCTGAAATTTTACGC 
CCCATGGTGTCCATCCTGCCAGCAGACTGATTCAGAATGGGAGGCTTTTGCAAAGAATGGTGA 
AATACTTCAGATCAGTGTGGGGAAGGTAGATGTCATTCAAGAACCAGGTTTGAGTGGCCGCTT 
CTTTGTCACCACTCTCCCAGCATTTTTTCATGCAAAGGATGGGATATTCCGCCGTTATCGTGG 
CCCAGGAATCTTCGAAGACCTGCAGAATTATATCTTAGAGAAGAAATGGCAATCAGTCGAGCC 
TCTGACTGGCTGGAAATCCCCAGCTTCTCTAACGATGTCTGGAATGGCTGGTCTTTTTAGCAT 
CTCTGGCAAGATATGGCATCTTCACAACTATTTCACAGTGACTCTTGGAATTCCTGCTTGGTG 
TTCTTATGTGTTTTTCGTCATAGCCACCTTGGTTTTTGGCCTTTTTATGGGTCTGGTCTTGGT 
GGTAATATCAGi\ATGTTTCTATGTGCCACTTCCAAGGCATTTATCTGAGCGTTCTGAGCAGAA 
TCGGAGATCAGAGGAGGCTCATAGAGCTGAACAGTTGCAGGATGCGGAGGAGGAAAAAGATGA 
TTCAAATGAAGAAG7\AAACAAAGACAGCCTTGTAGATGATGAAGAAGAGAAAGAAGATCTTGG 
CGATGAGGATGAAGCAGAGGAAGAAGAGGAGGAGGACAACTTGGCTGCTGGTGTGGATGAGGA 
GAGAAGTGAGGCCAATGATCAGGGGCCCCCAGGAGAGGACGGTGTGACCCGGGAGGAAGTAGA 
GCCTGAGGAGGCTGAAGAAGGCATCTCTGAGCAACCCTGCCCAGCTGACACAGAGGTGGTGGA 
AGACTCCTTGAGGCAGCGTAAAAGTCAGCATGCTGACAAGGGACTGTAGATTTAATGATGCGT 
TTTCAAGAATACACACCAAAACAATATGTCAGCTTCCCTTTGGCCTGCAGTTTGTACCAAATC 
CTTAATTTTTCCTGAATGAGCAAGCTTCTCTTAAAAGATGCTCTCTAGTCATTTGGTCTCATG 
GCAGTAAGCCTCATGTATACTAAGGAGAGTCTTCCAGGTGTGACAATCAGGATATAGAAAAAC 
AAACGTAGTGTTGGGATCTGTTTGGAGACTGGGATGGGAACAAGTTCATTTACTTAGGGGTCA 
GAGAGTCTCGACCAGAGGAGGCCATTCCCAGTCCTAATCAGCACCTTCCAGAGACAAGGCTGC 
AGGCCCTGTGAAATGAAAGCCAAGCAGGAGCCTTGGCTCCTGAGCATCCCCAAAGTGTAACGT 
AGAAGCCTTGCATCCTTTTCTTGTGTAAAGTATTTATTTTTGTCAAATTGCAGGAAACATCAG 
GCACCACAGTGCATGAAAAATCTTTCACAGCTAGAAATTGAAAGGGCCTTGGGTATAGAGAGC 
AGCTCAGAAGTCATCCCAGCCCTCTGAATCTCCTGTGCTATGTTTTATTTCTTACCTTTAATT 
TTTCCAGCATTTCCACCATGGGCATTCAGGCTCTCCACACTCTTCACTATTATCTCTTGGTCA 
GAGGACTCCAATAACAGCCAGGTTTACATGAACTGTGTTTGTTCATTCTGACCTAAGGGGTTT 
AGATAATCAGTAACCATAACCCCTGAAGCTGTGACTGCCAAACATCTCAAATGAAATGTTGTG 
GCCATCAGAGACTCAAAAGGT^AGTAAGGATTTTACAAGACAGATTAAAAAAAAATTGTTTTGT 
CCAAAATATAGTTGTTGTTGATTTTTTTTTAAGTTTTCTAAGCAATATTTTTCAAGCCAG7\AG 
TCCTCTAAGTCTTGCCAGTACAAGGTAGTCTTGTGAAGAAAAGTTGAATACTGTTTTGTTTTC 
ATCTCAAGGGGTTCCCTGGGTCTTGAACTACTTTAATAATAACTAAAAAACCACTTCTGATTT 
TCCTTCAGTGATGTGCTTTTGGTGA7\AGAATTAATGAACTCCAGTACCTGAAAGTGAAAGATT 
TGATTTTGTTTCCATCTTCTGTAATCTTCCAAAGAATTATATCTTTGTAAATCTCTCAATACT 
CAATCTACTGTAAGTACCCAGGGAGGCTAATTTCTTT 
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FIGURE 424 

MAGGRCGPQLTALLAAWIAAVAATAGPEEAALPPEQSRVQPMTASNWTLVMEGEWMLKFYAPW 
CPSCQQTDSEWEAFAKNGEILQISVGKVDVIQEPGLSGRFFVTTLPAFFHAKDGIFRRYRGPG 
IFEDLQNYILEKKWQSVEPLTGWKSPASLTMSGMAGLFSISGKIWHLHNYFTVTLGIPAWCSY 
VFFVIATLVFGLFMGLVLWISECFYVPLPRHLSERSEQNRRSEEAHRAEQLQDAEEEKDDSN 
EEENKDSLVDDEEEKEDLGDEDEAEEEEEEDNLAAGVDEERSEANDQGPPGEDGVTREEVEPE 
EAEEGISEQPCPADTEVVEDSLRQRKSQHADKGL 

Xmpor-tanl: features: 
Signal pept:±de: 

amino acids 1-22 

Transmembrane domaxn: 

amino acids 191-211 

N-glycosylat±on sxt:e . 

amino acids 4 6-4 9 

Thioredoxln family proteins. (homologous region to disulfide 

isoraerase) 

amino acids 56-72 

Flavodoxxn protexns 

amino acids 173-187 
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FIGURE 425 



GAGGAACCTACCGGTACCGGCCGCGCGCTGGTAGTCGCCGGTGTGGCTGCACCTCACCAATCCCGTGCGCCGCGG 
CTGGGCCGTCGGAGAGTGCGTGTGCTTCTCTCCTGCACGCGGTGCTTGGGCTCGGCCAGGCGGGGTCCGCCGCCA 
GGGTTTGAGGATGGGGGAGTAGCTACAGGAAGCGACCCCGCGATGGCAAGGTATATTTTTGTGGAATGAAAAGGA 
AGTATTAGAAATGAGCTGAAGACCATTCACAGATTAATATTTTTGGGGACAGATTTGTGATGCTTGATTCACCCT 
TGAAGTAATGTAGACAGAAGTTCTCAAATTTGCATATTACATCAACTGGAACCAGCAGTGAATCTTAATGTTCAC 
TTAAATCAGAACTTGCATAAGAAAGAGAATGGGAGTCTGGTTAAATAAAGATGACTATATCAGAGACTTGAAAAG 
GATCATTCTCTGTTTTCTGATAGTGTATATGGCCATTTTAGTGGGCACAGATCAGGATTTTTACAGTTTACTTGG 
AGTGTCCAAAACTGCAAGCAGTAGAGAAATAAGACAAGCTTTCAAGAAATTGGCATTGAAGTTACATCCTGATAA 
AAACCCGAATAACCCAAATGCACATGGCGATTTTTTAAAAATAAATAGAGCATATGAAGTACTCAAAGATGAAGA 
TCTACGGAAAAAGTATGACAAATATGGAGAAAAGGGACTTGAGGATAATCAAGGTGGCCAGTATGAAAGCTGGAA 
CTATTATCGTTATGATTTTGGTATTTATGATGATGATCCTGAAATCATTU^CATTGGAAAGAAGAGAATTTGATGC 
TGCTGTTAATTCTGGAGAACTGTGGTTTGTAAATTTTTACTCCCCAGGCTGTTCACACTGCCATGATTTAGCTCC 
CACATGGAGAGACTTTGCTAAAGAAGTGGATGGG'rTACTTCGAATTGGAGCTGTTAACTGTGGTGATGATAGA_AT 
GCTTTGCCGAATGAAAGGAGTCAACAGCTATCCCAGTCTCTTCATTTTTCGGTCTGGAATGGCCCCAGTGAAATA 
TCATGGAGACAGATCAAAGGAGAGTTTAGTGAGTTTTGCAATGCAGCATGTTAGAAGTACAGTGACAGAACTTTG 
GACAGGAAATTTTGTCAACTCCATACAAACTGCTTTTGCTGCTGGTATTGGCTGGCTGATCACTTTTTGTTCAAA 
AGGAGGAGATTGTTTGACTTCACAGACACGACTCAGGCTTAGTGGCATGTTGTTTCTCAACTCATTGGATGCTAA 
AGAAATATATTTGGAAGTAATACATAATCTTCCAGATTTTGAACTACTTTCGGCAAACACACTAGAGGATCGTTT 
GGCTCATCATCGGTGGCTGTTATTTTTTCATTTTGGAAAAAATGAAAATTCAAATGATCCTGAGCTGAAAAAACT 
AAAAACTCTACTTAAAAATGATCATATTCAAGTTGGCAGGTTTGACTGTTCCTCTGCACCAGACATCTGTAGTAA 
TCTGTATGTTTTTCAGCCGTCTCTAGCAGTATTTAAAGGACAAGG7VACCAAAGAATATGAAATTCATCATGGAAA 
GAAGATTCTATATGATATACTTGCCTTTGCCAAAGAAAGTGTGAATTCTCATGTTACCACGCTTGGACCTCAAAA 
TTTTCCTGCCAATGACAAAGAACCATGGCTTGTTGATTTCTTTGCCCCCTGGTGTCCACCATGTCGAGCTTTACT 
ACCAGAGTTACGAAGAGCATCAAATCTTCTTTATGGTCAGCTTAAGTTTGGTACACTAGATTGTACAGTTCATGA 
GGGACTCTGTAACATGTATAACATTCAGGCTTATCCAAGAACAGTGGTATTCAACCAGTCCAACATTCATGAGTA 
TGAAGGACATCACTCTGCTGAACAAATCTTGGAGTTCATAGAGGATCTTATGAATCCTTCAGTGGTCTCCCTTAC 
ACCCACCACCTTCAACGAACTAGTTACACAAAG7W\ACACAACGAAGTCTGGATGGTTGATTTCTATTCTCCGTG 
GTGTCATCCTTGCCAAGTCTTAATGCCAGAATGGAAAAGAATGGCCCGGACATTAACTGGACTGATCAACGTGGG 
CAGTATAGATTGCCAACAGTATCATTCTTTTTGTGCCCAGGAAAACGTTCAAAGATACCCTGAGATAAGATTTTT 
TCCCCCAAAATCAAATAAAGCTTATCAGTATCACAGTTACAATGGTTGGAATAGGGATGCTTATTCCCTGAGAAT 
CTGGGGTCTAGGATTTTTACCTCAAGTATCCACAGATCTAACACCTCAGACTTTCAGTGAAAAAGTTCTACAAGG 
GAAAAATCATTGGGTGATTGATTTCTATGCTCCTTGGTGTGGACCTTGCCAGAATTTTGCTCCAGAATTTGAGCT 
CTTGGCTAGGATGATTAAAGGAAAAGTGAAAGCTGGAAAAGTAGACTGTCAGGCTTATGCTCAGACATGCCAGAA 
AGCTGGGATCAGGGCCTATCCAACTGTTAAGTTTTATTTCTACGAAAGAGCAAAGAGAAATTTTCAAG2U^GAGCA 
GATAAATACCAGAGATGCAAAAGCAATCGCTGCCTTAATAAGTGAAAAATTGGAAACTCTCCGAAATCAAGGCAA 
GAGGAATAAGGATGAACTTTGATAATGTTGAAGATGAAGAAAAAGTTTAAAAGAAATTCTGACAGATGACATCAG 
AAGACACCTATTTAGAATGTTACATTTATGATGGGAATGAATGAACATTATCTTAGACTTGCAGTTGTACTGCCA 
GAATTATCTACAGCACTGGTGTAAAAGAAGGGTCTGCAAACTTTTTCTGTAAAGGGCCGGTTTAT7UVATATTTTA 
GACTTTGCAGGCTATAATATATGGTTCACACATGAGAACAAGAATAGAGTCATCATGTATTCTTTGTTATTTGCT 
TTTAACAACCTTTAAAAAATATTAAAACGATTCTTAGCTCAGAGCCATACAAAAGTAGGCTGGATTCAGTCCATG 
GACCATAGATTGCTGTCCCCCTCGACGGACTTATAATGTTTCAGGTGGCTGGCTTGAACATGAGTCTGCTGTGCT 
ATCTACATAAATGTCTAAGTTGTATAAAGTCCACTTTCCCTTCACGTTTTTTGGCTGACCTGAAAAGAGGTAACT 
TAGTTTTTGGTCACTTGTTCTCCTAAAAATGCTATCCCTAACCATATATTTATATTTCGTTTTAAAAACACCCAT 
GATGTGGCACAGTAAACAAACCCTGTTATGCTGTATTATTATGAGGAGATTCTTCATTGTTTTCTTTCCTTCTCA 
AAGGTTGAAAAAATGCTTTTAATTTTTCACAGCCGAGAAACAGTGCAGCAGTATATGTGCACACAGTAAGTACAC 
AAATTTGAGCAACAGTAAGTGCAC7y\ATTCTGTAGTTTGCTGTATCATCCAGGAAAACCTGAGGGAAAAAAATTA 
TAGCAATTAACTGGGCATTGTAGAGTATCCTAAATATGTTATCAAGTATTTAGAGTTCTATATTTTAAAGATATA 
TGTGTTCATGTATTTTCTGAAATTGCTTTCATAGAAATTTTCCCACTGATAGTTGATTTTTGAGGCATCTAATAT 
TTACATATTTGCCTTCTG7U\CTTTGTTTTGACCTGTATCCTTTATTTACATTGGGTTTTTCTTTCATAGTTTTGG 
TTTTTCACTCCTGTCCAGTCTATTTATTATTCAAATAGGAAAAATTACTTTACAGGTTGTTTTACTGTAGCTTAT 
AATGATACTGTAGTTATTCCAGTTACTAGTTTACTGTCAGAGGGCTGCCTTTTTCAGATA/^TATTGACATAATA 
ACTGAAGTTATTTTTATAAGAAAATCAAGTATATAAATCTAGGAAAGGGATCTTCTAGTTTCTGTGTTGTTTAGA 
CTCAAAGAATCACAAATTTGTCAGTAACATGTAGTTGTTTAGTTATAATTCAGAGTGTACAGAATGGTAAAAATT 
CCAATCAGTCAAAAGAGGTCAATGAATTAAAAGGCTTGCAACTTTTTCAAAAAAAAAAAAAAAAA 
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FIGURE 426 

MGVWLNKDDYIRDLKRIILCFLIVYMAILVGTDQDFYSLLGVSKTASSREIRQAFKKLALKLH 
PDKNPNNPNAHGDFLKINRAYEVLKDEDLRKKYDKYGEKGLEDNQGGQYESWNYYRYDFGIYD 
DDPEIITLERREFDAAVNSGELWFVNFYSPGCSHCHDLAPTWRDFAKEVDGLLRIGAVNCGDD 
RMLCRMKGVNSYPSLFIFRSGMAPVKYHGDRSKESLVSFAMQHVRSTVTELWTGNFVNSIQTA 
FAAGIGWLITFCSKGGDCLTSQTRLRLSGMLFLNSLDAKEIYLEVIHNLPDFELLSANTLEDR 
LAHHRWLLFFHFGKNENSNDPELKKLKTLLKNDHIQVGRFDCSSAPDICSNLYVFQPSLAVFK 
GQGTKEYEIHHGKKILYDILAFAKESVNSHVTTLGPQNFPANDKEPWLVDFFAPWCPPCRALL 
PELRRASNLLYGQLKFGTLDCTVHEGLCNMYNIQAYPTTVVFNQSNIHEYEGHHSAEQILEFI 
EDLMNPSVVSLTPTTFNELVTQRKHNEVWMVDFYSPWCHPCQVLMPEWKRMARTLTGLINVGS 
IDCQQYHSFCAQENVQRYPEIRFFPPKSNKAYQYHSYNGWNRDAYSLRIWGLGFLPQVSTDLT 
PQTFSEKVLQGKNHWVIDFYAPWCGPCQNFAPEFELLARMIKGKVKAGKVDCQAYAQTCQKAG 
IRAYPTVKFYFYERAKRNFQEEQINTRDAKAIAALISEKLETLRNQGKRNKDEL 

Impor'tani: £ea1:ures : 

Endoplasmic re-ticulum t;arge't±ng sequence. 

amino acids 744-747 

Cytzochrome c family heme-binding sit:e sxgnat^ure. 

amino acids 158-163 

Nt-dnaJ domain slgna1:ure. 

amino acids 77-96 

N-glycosyla1:lon sl1:e . 

amino acids 484-487 
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FIGURE 427 

CTGCAGTCAGGACTCTGGGACCGCAGGGGGCTCCCGGACCCTGACTCTGCAGCCGAACCGGCA 
CGGTTTCGTGGGGACCCAGGCTTGCAAAGTGACGGTCATTTTCTCTTTCTTTCTCCCTCTTGA 
GTCCTTCTGAGMGATGGCTCTGGGCGCAGCGGGAGCTACCCGGGTCTTTGTCGCGATGGTAG 
CGGCGGCTCTCGGCGGCCACCCTCTGCTGGGAGTGAGCGCCACCTTGAACTCGGTTCTCT^TT 
CCAACGCTATCAAGAACCTGCCCCCACCGCTGGGCGGCGCTGCGGGGCACCCAGGCTCTGCAG 
TCAGCGCCGCGCCGGGAATCCTGTACCCGGGCGGGAATAAGTACCAGACCATTGACAACTACC 
AGCCGTACCCGTGCGCAGAGGACGAGGAGTGCGGCACTGATGAGTACTGCGCTAGTCCCACCC 
GCGGAGGGGACGCAGGCGTGCAAATCTGTCTCGCCTGCAGGAAGCGCCGAAAACGCTGCATGC 
GTCACGCTATGTGCTGCCCCGGGAATTACTGCAAAAATGGAATATGTGTGTCTTCTGATCAAA 
ATCATTTCCGAGGAGAAATTGAGGAAACCATCACTGAAAGCTTTGGTAATGATCATAGCACCT 
TGGATGGGTATTCCAGAAGAACCACCTTGTCTTCAAAAATGTATCACACCAAAGGACAAGAAG 
GTTCTGTTTGTCTCCGGTCATCAGACTGTGCCTCAGGATTGTGTTGTGCTAGACACTTCTGGT 
CCAAGATCTGTAAACCTGTCCTGAAAGAAGGTCAAGTGTGTACCAAGCATAGGAGAAAAGGCT 
CTCATGGACTAGAAATATTCCAGCGTTGTTACTGTGGAGAAGGTCTGTCTTGCCGGATACAGA 
AAGATCACCATCAAGCCAGTAATTCTTCTAGGCTTCACACTTGTCAGAGACACTAAACCAGCT 
ATCC7\AATGCAGTGAACTCCTTTTATATAATAGATGCTATGAA7\ACCTTTTATGACCTTCATC 
AACTCAATCCTAAGGATATACAAGTTCTGTGGTTTCAGTTAAGCATTCCAATAACACCTTCCA 
AAAACCTGGAGTGTAAGAGCTTTGTTTCTTTATGGAACTCCCCTGTGATTGCAGTA7U\TTACT 
GTATTGTAAATTCTCAGTGTGGCACTTACCTGTAAATGCAATGAAACTTTTAATTATTTTTCT 
AAAGGTGCTGCACTGCCTATTTTTCCTCTTGTTATGTAAATTTTTGTACACATTGATTGTTAT 
CTTGACTGACAAATATTCTATATTGAACTGAAGTAAATCATTTCAGCTTATAGTTCTTAAAAG 
CATAACCCTTTACCCCATTTAATTCTAGAGTCTAGAACGCAAGGATCTCTTGGAATGACAAAT 
GATAGGTACCTAAAATGTAACATGAAAATACTAGCTTATTTTCTGAAATGTACTATCTTAATG 
CTTAAATTATATTTCCCTTTAGGCTGTGATAGTTTTTGAAATAAAATTT7\ACATTTAAAAAAA 
AAAAAA 
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FIGURE 428 

MMALGT^GATRVFVAMVAAALGGHPLLGVSATLNSVLNSNAIKNLPPPLGGAAGHPGSAVSAA 
PGILYPGGNKYQTIDNYQPYPCAEDEECGTDEYCASPTRGGDAGVQICLACRKRRKRCMRHAM 
CCPGNYCKNGICVSSDQNHFRGEIEETITESFGNDHSTLDGYSRRTTLSSKMYHTKGQEGSVC 
LRSSDCASGLCCARHFWSKICKPVLKEGQVCTKHRRKGSHGLEIFQRCYCGEGLSCRIQKDHH 
QASNSSRLHTCQRH 

Impor1:an^ fea^bures: 
Signal pept^xde : 

amino acids 1-23 

N-glycosylat±on sxte . 

amino acids 256-259 

Fungal Zn(2)-Cys(6) blnuclear cluster domain 

amino acids 110-126 
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FIGURE 429 

GAGAGGACGAGGTGCCGCTGCCTGGAGAATCCTCCGCTGCCGTCGGCTCCCGGAGCCCAGCCC 
TTTCCTAACCCAACCCAACCTAGCCCAGTCCCAGCCGCCAGCGCCTGTCCCTGTCACGGACCC 
CAGCGTTACC ATG CATCCTGCCGTCTTCCTATCCTTACCCGACCTCAGATGCTCCCTTCTGCT 
CCTGGTAACTTGGGTTTTTACTCCTGTAACAACTGAT^ATAACAAGTCTTGCTACAGAGAATAT 
AGATG/^AATTTTAAACAATGCTGATGTTGCTTTAGTAAATTTTTATGCTGACTGGTGTCGTTT 
CAGTCAGATGTTGCATCCAATTTTTGAGGAAGCTTCCGATGTCATTAAGGAAGAATTTCCAAA 
TGAAAATCAAGTAGTGTTTGCCAGAGTTGATTGTGATCAGCACTCTGACATAGCCCAGAGATA 
CAGGATAAGCAAATACCCAACCCTCAAATTGTTTCGTAATGGGATGATGATGAAGAGAGAATA 
CAGGGGTCAGCGATCAGTGAAAGCATTGGCAGATTACATCAGGCAACAAAAAAGTGACCCCAT 
TCAAGAAATTCGGGACTTAGCAGAAATCACCACTCTTGATCGCAGCAA7\AG7y\ATATCATTGG 
ATATTTTGAGCAAAAGGACTCGGACAACTATAGAGTTTTTGAACGAGTAGCG7VATATTTTGCA 
TGATGACTGTGCCTTTCTTTCTGCATTTGGGGATGTTTCAA7\ACCGGAAAGATATAGTGGCGA 
CAACATAATCTACAAACCACCAGGGCATTCTGCTCCGGATATGGTGTACTTGGGAGCTATGAC 
AAATTTTGATGTGACTTACAATTGGATTCAAGATAAATGTGTTCCTCTTGTCCGAGAAATAAC 
ATTTGAAAATGGAGAGGAATTGACAGAAGAAGGACTGCCTTTTCTCATACTCTTTCACATGT^A 
AGAAGATACAGAAAGTTTAGAAATATTCCAGAATGAAGTAGCTCGGCAATTAATAAGTGAAAA 
AGGTACTU^TAAACTTTTTACATGCCGATTGTGACAAATTTAGACATCCTCTTCTGCACATACA 
GAAAACTCCAGCAGATTGTCCTGTAATCGCTATTGACAGCTTTAGGCATATGTATGTGTTTGG 
AGACTTC/^AAGATGTATTAATTCCTGGAAAACTCAAGCAATTCGTATTTGACTTACATTCTGG 
AAAACTGCACAGAGAATTCCATCATGGACCTGACCCAACTGATACAGCCCCAGGAGAGCAAGC 
CCAAGATGTAGCAAGCAGTCCACCTGAGAGCTCCTTCCAGAAACTAGCACCCAGTGAATATAG 
GTATACTCTATTGAGGGATCGAGATGAGCTTTAAAT^CTTGAAAAACAGTTTGTAAGCCTTTC 
AACAGCAGCATCAACCTACGTGGTGGAAATAGTAAACCTATATTTTCATAATTCTATGTGTAT 
TTTTATTTTGAATAAACAGAAAGAAATTTAAAAAAAAAAAA7U\AAAAAAAAAAAAAAAAAAA^ 
AAAAAAAAAAA 
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FIGURE 430 

MHPAVFLSLPDLRCSLLLLVTWVFTPVTTEITSLATENIDEILNNADVALVNFYADWCRFSQM 
LHPIFEEASDVIKEEFPNENQVVFARVDCDQHSDIAQRYRISKYPTLKLFRNGMMMKREYRGQ 
RSVKALADYIRQQKSDPIQEIRDLAEITTLDRSKRNIIGYFEQKDSDNYRVFERVANILHDDC 
AFLSAFGDVSKPERYSGDNIIYKPPGHSAPDMVYLGAMTNFDVTYNWIQDKCVPLVREITFEN 
GEELTEEGLPFLILFHMKEDTESLEIFQNEVARQLISEKGTINFLHADCDKFRHPLLHIQKTP 
ADCPVIAIDSFRHMYVFGDFKDVLIPGKLKQFVFDLHSGKLHREFHHGPDPTDTAPGEQAQDV 
ASSPPESSFQKLAPSEYRYTLLRDRDEL 

Impor-bani: features : 
Signal pept:±cie: 

amino acids 1-29 

Endoplasmic reticulum 'karget:lng sequence. 

amino acids 403-406 

Tyrosine kinase phosphorylation site. 

amino acids 203-211 

Thioredoxin fauoily proteins 

amino acids 50-66 
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FIGURE 431 

GAGCAGGACGGAGCCATGGACCCCGCCAGGAAAGCAGGTGCCCAGGCCATGATCTGGACTGCA 
GGCTGGCTGCTGCTGCTGCTGCTTCGCGGAGGAGCGCAGGCCCTGGAGTGCTACAGCTGCGTG 
CAGAAAGCAGATGACGGATGCTCCCCGAACAAGATGAAGACAGTGAAGTGCGCGCCGGGCGTG 
GACGTCTGCACCGAGGCCGTGGGGGCGGTGGAGACCATCCACGGACAATTCTCGCTGGCAGTG 
CGGGGTTGCGGTTCGGGACTCCCCGGGAAGAATGACCGCGGCCTGGATCTTCACGGGCTTCTG 
GCGTTCATCCAGCTGCAGCAATGCGCTCAGGATCGCTGCAACGCCAAGCTCAACCTCACCTCG 
CGGGCGCTCGACCCGGCAGGTAATGAGAGTGCATACCCGCCCAACGGCGTGGAGTGCTACAGC 
TGTGTGGGCCTGAGCCGGGAGGCGTGCCAGGGTACATCGCCGCCGGTCGTGAGCTGCTACAAC 
GCCAGCGATCATGTCTACAAGGGCTGCTTCGACGGCAACGTCACCTTGACGGCAGCTAATGTG 
ACTGTGTCCTTGCCTGTCCGGGGCTGTGTCCAGGATGAATTCTGCACTCGGGATGGAGTAACA 
GGCCCAGGGTTCACGCTCAGTGGCTCCTGTTGCCAGGGGTCCCGCTGTAACTCTGACCTCCGC 
AACAAGACCTACTTCTCCCCTCGAATCCCACCCCTTGTCCGGCTGCCCCCTCCAGAGCCCACG 
ACTGTGGCCTCAACCACATCTGTCACCACTTCTACCTCGGCCCCAGTGAGACCCACATCCACC 
ACCAAACCCATGCCAGCGCCAACCAGTCAGACTCCGAGACAGGGAGTAGAACACGAGGCCTCC 
CGGGATGA~GGAGCCCAGGTTGACTGGAGGCGCCGCTGGCCACCAGGACCGCAGCAATTCAGGG 
CAGTATCCTGCAAAAGGGGGGCCCCAGCAGCCCCATAATAAAGGCTGTGTGGCTCCCACAGCT 
GGATTGGCAGCCCTTCTGTTGGCCGTGGCTGCTGGTGTCCTACTGTGAGCTTCTCCACCTGGA 
AATTTCCCTCTCACCTACTTCTCTGGCCCTGGGTACCCCTCTTCTCATCACTTCCTGTTCCCA 
CCACTGGACTGGGCTGGCCCAGCCCCTGTTTTTCCAACATTCCCCAGTATCCCCAGCTTCTGC 
TGCGCTGGTTTGCGGCTTTGGGAAATAAAATACCGTTGTATATATTCTGCCAGGGGTGTTCTA 
GCTTTTTGAGGACAGCTCCTGTATCCTTCTCATCCTTGTCTCTCCGCTTGTCCTCTTGTGATG 
TTAGGACAGAGTGAGAGAAGTCAGCTGTCACGGGGAAGGTGAGAGAGAGGATGCTAAGCTTCC 
TACTCACTTTCTCCTAGCCAGCCTGGACTTTGGAGCGTGGGGTGGGTGGGACAATGGCTCCCC 
ACTCTAAGCACTGCCTCCCCTACTCCCCGCATCTTTGGGGAATCGGTTCCCCATATGTCTTCC 
TTACTAGACTGTGAGCTCCTCGAGGGGGGGCCCGGTACCCT^TTCGCCCTATAGTGAGTCGTA 
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FIGURE 432 

MDPARKAGAQAMIWTAGWLLLLLLRGGAQALECYSCVQKADDGCSPNKMKTVKCAPGVDVCTE 
AVGAVETIHGQFSLAVRGCGSGLPGKNDRGLDLHGLLAFIQLQQCAQDRCNAKLNLTSRALDP 
AGNESAYPPNGVECYSCVGLSREACQGTSPPVVSCYNASDHVYKGCFDGNVTLTAANVTVSLP 
VRGCVQDEFCTRDGVTGPGFTLSGSCCQGSRCNSDLRNKTYFSPRIPPLVRLPPPEPTTVAST 
TSVTTSTSAPVRPTSTTKPMPAPTSQTPRQGVEHEASRDEEPRLTGGAAGHQDRSNSGQYPAK 
GGPQQPHNKGCVAPTAGLAALLLAVAAGVLL 
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FIGURE 433 

CGGGACTCGGCGGGTCCTCCTGGGAGTCTCGGAGGGGACCGGCTGTGCAGACGCCATGGAGTT 
GGTGCTGGTCTTCCTCTGCAGCCTGCTGGCCCCCATGGTCCTGGCCAGTGCAGCTGAAAAGGA 
GAAGGAAATGGACCCTTTTCATTATGATTACCAGACCCTGAGGATTGGGGGACTGGTGTTCGC 
TGTGGTCCTCTTCTCGGTTGGGATCCTCCTTATCCTAAGTCGCAGGTGCAAGTGCAGTTTCAA 
TCAGAAGCCCCGGGCCCCAGGAGATGAGGAAGCCCAGGTGGAGAACCTCATCACCGCCAATGC 
AACAGAGCCCCAGAAGCAGAGAACTGAAGTGCAGCCATCAGGTGGAAGCCTCTGGT^CCTGAG 
GCGGCTGCTTGAACCTTTGGATGCAAATGTCGATGCTTAAGAAAACCGGCCACTTCAGCAACA 
GCCCTTTCCCCAGGAGAAGCC7\AGAACTTGTGTGTCCCCCACCCTATCCCCTCTAlACACCATT 
CCTCCACCTGATGATGCAACTAACACTTGCCTCCCCACTGCAGCCTGCGGTCCTGCCCACCTC 
CCGTGATGTGTGTGTGTGTGTGTGTGTGTGACTGTGTGTGTTTGCTAACTGTGGTCTTTGTGG 
CTACTTGTTTGTGGATGGTATTGTGTTTGTTAGTGAACTGTGGACTCGCTTTCCCAGGCAGGG 
GCTGAGCCACATGGCCATCTGCTCCTCCCTGCCCCCGTGGCCCTCCATCACCTTCTGCTCCTA 
GGAGGCTGCTTGTTGCCCGAGACCAGCCCCCTCCCCTGATTTAGGGATGCGTAGGGTAAGAGC 
ACGGGCAGTGGTCTTCAGTCGTCTTGGGACCTGGGAAGGTTTGCAGCACTTTGTCATCATTCT 
TCATGGACTCCTTTCACTCCTTTAACAAAAACCTTGCTTCCTTATCCCACCTGATCCCAGTCT 
GAAGGTCTCTTAGCAACTGGAGATACAAAGCAAGGAGCTGGTGAGCCCAGCGTTGACGTCAGG 
CAGGCTATGCCCTTCCGTGGTTAATTTCTTCCCAGGGGCTTCCACGAGGAGTCCCCATCTGCC 
CCGCCCCTTCACAGAGCGCCCGGGGATTCCAGGCCCAGGGCTTCTACTCTGCCCCTGGGGAAT 

gtgtcccctgcatatcttctcagcaataactccatgggctctgggaccctaccccttccaacc 
ttccctgcttctgagacttcaatctacagcccagctcatccagatgcagactacagtccctgc 
aattgggtctctggcaggcaatagttgaaggactcctgttccgttggggccagcacaccggga 
tggatggagggagagcagaggcctttgcttctctgcctacgtccccttagatgggcagcagag 
gcaactcccgcatcctttgctctgcctgtcggtggtcagagcggtgagcgaggtgggttggag 
actcagcaggctccgtgcagcccttgggaacagtgagaggttgaaggtcataacgagagtggg 
aactcaacccagatcccgcccctcctgtcctctgtgttcccgcggaaaccaaccaaaccgtgc 
gctgtgacccattgctgttctctgtatcgtgatctatcctcaacaacaacagaaa/yy^ggaat 
aaaatatcctttgtttcct 
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FIGURE 434 

MELVLVFLCSLLAPMVLASAAEKEKEMDPFHYDYQTLRIGGLVFAVVLFSVGILLILSRRCKC 
SFNQKPRAPGDEEAQVENLITANATEPQKQRTEVQPSGGSLWNLRRLLEPLDANVDA 
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FIGURE 435 

GGTCCTTAATGGCAGCAGCCGCCGCTACCAAGATCCTTCTGTGCCTCCCGCTTCTGCTCCTGC 
TGTCCGGCTGGTCCCGGGCTGGGCGAGCCGACCCTCACTCTCTTTGCTATGACATCACCGTCA 
TCCCTAAGTTCAGACCTGGACCACGGTGGTGTGCGGTTCAAGGCCAGGTGGATGAAAAGACTT 
TTCTTCACTATGACTGTGGCAACAAGACAGTCACACCTGTCAGTCCCCTGGGGAAGAAACTAA 
ATGTCACAACGGCCTGGAAAGCACAGAACCCAGTACTGAGAGAGGTGGTGGACATACTTACAG 
AGCAACTGCGTGACATTCAGCTGGAGAATTACACACCCAAGGAACCCCTCACCCTGCAGGCAA 
GGATGTCTTGTGAGCAGAAAGCTGAAGGACACAGCAGTGGATCTTGGCAGTTCAGTTTCGATG 
GGCAGATCTTCCTCCTCTTTGACTCAGAGAAGAGAATGTGGACAACGGTTCATCCTGGAGCCA 
GAAAGATGAAAGAAAAGTGGGAGAATGACAAGGTTGTGGCCATGTCCTTCCATTACTTCTCAA 
TGGGAGACTGTATAGGATGGCTTGAGGACTTCTTGATGGGCATGGACAGCACCCTGGAGCCAA 
GTGCAGGAGCACCACTCGCCATGTCCTCAGGCACAACCCAACTCAGGGCCACAGCCACCACCC 
TCATCCTTTGCTGCCTCCTCATCATCCTCCCCTGCTTCATCCTCCCTGGCATCTGAGGAGAGT 
CCTTTAGAGTGACAGGTTAAAGCTGATACCAAAAGGCTCCTGTGAGCACGGTCTTGATCAAAC 
TCGCCCTTCTGTCTGGCCAGCTGCCCACGACCTACGGTGTATGTCCAGTGGCCTCCAGCAGAT 
CATGATGACATCATGGACCCAATAGCTCATTCACTGCCTTGATTCCTTTTGCCAACAATTTTA 
CCAGCAGTTATACCTAACATATTATGCAATTTTCTCTTGGTGCTACCTGATGGAATTCCTGCA 
CTTAAAGTTCTGGCTGACTAAACAAGATATATCATTTTCTTTCTTCTCTTTTTGTTTGGAAAA 
TCAAGTACTTCTTTGAATGATGATCTCTTTCTTGCAAATGATATTGTCAGTAAAATAATCACG 
TTAGACTTCAGACCTCTGGGGATTCTTTCCGTGTCCTGAAAGAGAATTTTTAAATTATTTAAT 
AAGAAAAAATTTATATTAATGATTGTTTCCTTTAGTAATTTATTGTTCTGTACTGATATTTAA 
ATAAAGAGTTCTATTTCCCAAAAAAAAT^AAAAAAAAA 
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FIGURE 436 

MAAAAATKILLCLPLLLLLSGWSEIAGRADPHSLCYDITVIPKFRPGPRWCAVQGQVDEKTFLH 
YDCGNKTVTPVSPLGKKLNVTTAWKAQNPVLREVVDILTEQLRDIQLENYTPKEPLTLQARMS 
CEQKAEGHSSGSWQFSFDGQIFLLFDSEKRMWTTVHPGARKMKEKWENDKVVAMSFHYFSiyiGD 
CIGWLEDFLMGMDSTLEPSAGAPLAMSSGTTQLRATATTLILCCLLIILPCFILPGI 
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FIGURE 437 

GTTCTCCTTTCCGAGCCAAAATCCCAGGCGATGGTGAATTATGAACGTGCCACACC ATG AAGCTCTTGTGGCAGG 
TAACTGTGCACCACCACACCTGGAATGCCATCCTGCTCCCGTTCGTCTACCTCACGGCGCAAGTGTGGATTCTGT 
GTGCAGCCATCGCTGCTGCCGCCTCAGCCGGGCCCCAGAACTGCCCCTCCGTTTGCTCGTGCAGTAACCAGTTCA 
GCAAGGTGGTGTGCACGCGCCGGGGCCTCTCCGAGGTCCCGCAGGGTATTCCCTCGJ^CACCCGGTACCTCT^ACC 
TCATGGAGAACAACATCCAGATGATCCAGGCCGACACCTTCCGCCACCTCCACCACCTGGAGGTCCTGCAGTTGG 
GCAGGAACTCCATCCGGCAGATTGAGGTGGGGGCCTTCAACGGCCTGGCCAGCCTCAACACCCTGGAGCTGTTCG 
ACAACTGGCTGACAGTCATCCCTAGCGGGGCCTTTGAATACCTGTCCAAGCTGCGGGAGCTCTGGCTTCGCAACA 
ACCCCATCGAAAGpATCCCCTCTTACGCCTTCAACCGGGTGCCCTCCCTCATGCGCCTGGACTTGGGGGAGCTCA 
AGAAGCTGGAGTATATCTCTGAGGGAGCTTTTGAGGGGCTGTTCAACCTCAAGTATCTGAACTTGGGCATGTGCA 
ACATTAAAGACATGCCCAATCTCACCCCCCTGGTGGGGCTGGAGGAGCTGGAGATGTCAGGGAACCACTTCCCTG 
AGATCAGGCCTGGCTCCTTCCATGGCCTGAGCTCCCTCAAGAAGCTCTGGGTCATGAACTCACAGGTCAGCCTGA 
TTGAGCGGAATGCTTTTGACGGGCTGGCTTCACTTGTGGAACTCAACTTGGCCCACAATAACCTCTCTTCTTTGC 
CCCATGACCTCTTTACCCCGCTGAGGTACCTGGTGGAGTTGCATCTACACCACAACCCTTGGAACTGTGATTGTG 
ACATTCTGTGGCTAGCCTGGTGGCTTCGAGAGTATATACCCACCAATTCCACCTGCTGTGGCCGCTGTCATGCTC 
CCATGCACATGCGAGGCCGCTACCTCGTGGAGGTGGACCAGGCCTCCTTCCAGTGCTCTGCCCCCTTCATCATGG 
ACGCACCTCGAGACCTCAACATTTCTGAGGGTCGGATGGCAGAACTTAAGTGTCGGACTCCCCCTATGTCCTCCG 
TGAAGTGGTTGCTGCCCAATGGGACAGTGCTCAGCCACGCCTCCCGCCACCCAAGGATCTCTGTCCTCAACGACG 
GCACCTTGAACTTTTCCCACGTGCTGCTTTCAGACACTGGGGTGTACACATGCATGGTGACCAATGTTGCAGGCA 
ACTCCAACGCCTCGGCCTACCTCAATGTGAGCACGGCTGAGCTTAACACCTCCAACTACAGCTTCTTCACCACAG 
TAACAGTGGAGACCACGGAGATCTCGCCTGAGGACACAACGCGAAAGTACAAGCCTGTTCCTACCACGTCCACTG 
GTTACCAGCCGGCATATACCACCTCTACCACGGTGCTCATTCAGACTACCCGTGTGCCCAAGCAGGTGGCAGTAC 
CCGCGACAGACACCACTGACAAGATGCAGACCAGCCTGGATG/^GTCATGAAGACCACCAAGATCATCATTGGCT 
GCTTTGTGGCAGTGACTCTGCTAGCTGCCGCCATGTTGATTGTCTTCTATAAACTTCGTAAGCGGCACCAGCAGC 
GGAGTACAGTCACAGCCGCCCGGACTGTTGAGATAATCCAGGTGGACGAAGACATCCCAGCAGCAACATCCGCAG 
CAGCAACAGCAGCTCCGTCCGGTGTATCAGGTGAGGGGGCAGTAGTGCTGCCCACAATTCATGACCATATTAACT 
ACAACACCTACAAACCAGCACATGGGGCCCACTGGACAGAAAACAGCCTGGGGAACTCTCTGCACCCCACAGTCA 
CCACTATCTCTGAACCTTATATAATTCAGACCCATACCAAGGACAAGGTACAGGAAACTCAAATATGACTCCCCT 
CCCCCAAAAAACTTATAAAATGCAATAGAATGCACACAAAGACAGCAACTTTTGTACAGAGTGGGGAGAGACTTT 
TTCTTGTATATGCTTATATATTAAGTCTATGGGCTGGTTAAAAAAAACAGATTATATTAAAATTTAAAGACAAAA 
AGTCAAAACA 
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FIGURE 438 

MKLLWQVTVHHHTWNAILLPFVYLTAQVWILCAAIAAAASAGPQNCPSVCSCSNQFSKVVCTR 

RGLSEVPQGIPSNTRYLNLMENNIQMIQADTFRHLHHLEVLQLGRNSIRQIEVGAFNGLASLN 

TLELFDNWLTVIPSGAFEYLSKLRELWLRNNPIESIPSYAFNRVPSLMRLDLGELKKLEYISE 

GAFEGLFNLKYLNLGMCNIKDMPNLTPLVGLEELEMSGNHFPEIRPGSFHGLSSLKKLWVMNS 

QVSLIERNAFDGLASLVELNLAHNNLSSLPHDLFTPLRYLVELHLHHNPWNCDCDILWLAWWL 

REYIPTNSTCCGRCHAPMHMRGRYLVEVDQASFQCSAPFIMDAPRDLNISEGRMAELKCRTPP 

MSSVKWLLPNGTVLSHASRHPRlSVLNDGTLrQFSHVLLSDTGVYTCMVTNVAGN^ 

STAELNTSNYSFFTTVTVETTEISPEDTTRKYKPVPTTSTGYQPAYTTSTTVLIQTTRVPKQV 

AVPATDTTDKMQTSLDEVMKTTKIIIGCFVAVTLLAAAMLIVFYKLRKRHQQRSTVTAARTVE 

IIQVDEDIPAATSAAATAAPSGVSGEGAVVLPTIHDHINYNTYKPAHGAHWTENSLGNSLHPT 

VTTISEPYIIQTHTKDKVQETQI 
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FIGURE 439 

GTCGAATCCAAATCACTCATTGTGAAAGCTGAGCTCACAGCCGAATAAGCCACCATGAGGCTG 
TCAGTGTGTCTCCTGATGGTCTCGCTGGCCCTTTGCTGCTACCAGGCCCATGCTCTTGTCTGC 
CCAGCTGTTGCTTCTGAGATCACAGTCTTCTTATTCTTAAGTGACGCTGCGGTAAACCTCCAA 
GTTGCCAAACTTAATCCACCTCCAGAAGCTCTTGCAGCCAAGTTGGAAGTGAAGCACTGCACC 
GATCAGATATCTTTTAAGAAACGACTCTCATTGAAA/VAGTCCTGGTGGAAAT^TGAAAAAAT 
GTGGTGTGTGACATGTAAAAATGCTCAACCTGGTTTCCAAAGTCTTTCAACGACACCCTGATC 
TTCACTAAAAATTGTAAAGGTTTCAACACGTTGCTTTAATAAATCACTTGCCCTGC 
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FIGURE 440 

MRLSVCLLMVSLALCCYQAHALVCPAVASEITVFLFLSDAAVNLQVAKLNPPPEALAAKLEVK 
HCTDQISFKKRLSLKKSWWK 
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FIGURE 441 

GAACATTTTTAGTTCCCAAGGAATGTACATCAGCCCCACGGAAGCTAGGCCACCTCTGGGATG 
GGGTTGCTGGTTTAAAACAAACGCCAGTCATCCTATATAAGGACCTGACAGCCACCAGGCACC 
ACCTCCGCCAGGAACTGCAGGCCCACCTGTCTGCAACCCAGCTGAGGCCATGCCCTCCCCAGG 
GACCGTCTGCAGCCTCCTGCTCCTCGGCATGCTCTGGCTGGACTTGGCCATGGCAGGCTCCAG 
CTTCCTGAGCCCTGAACACCAGAGAGTCCAGCAGAGAAAGGAGTCGAAGAAGCCACCAGCCAA 
GCTGCAGCCCCGAGCTCTAGCAGGCTGGCTCCGCCCGGAAGATGGAGGTCAAGCAGAAGGGGC 
AGAGGATGAACTGGAAGTCCGGTTCAACGCCCCCTTTGATGTTGGAATCAAGCTGTCAGGGGT 
TCAGTACCAGCAGCACAGCCAGGCCCTGGGGAAGTTTCTTCAGGACATCCTCTGGGAAGAGGC 
CAAAGAGGCCCCAGCCGACAAG3SGATCGCCCACAAGCCTTACTCACCTCTCTCTAAGTTTAGA 
AGCGCTCATCTGGCTTTTCGCTTGCTTCTGCAGCAACTCCCACGACTGTTGTAC7y\GCTCAGG 
AGGCGAATAAATGTTCAAACTGTA 
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FIGURE 442 

MPSPGTVCSLLLLGMLWLDLAMAGSSFLSPEHQRVQQRKESKKPPAKLQPRALAGWLRPEDGG 
QAEGAEDELEVRFNAPFDVGIKLSGVQYQQHSQALGKFLQDILWEEAKEAPADKO 
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FIGURE 443 

CGGCCACAGCTGGCATGCTCTGCCTGATCGCCATCCTGCTGTATGTCCTCGTCCAGTACCTCG 
TGAACCCCGGGGTGCTCCGCACGGACCCCAGATGTCAAGAATATGAACACGTGGCTGCTGTTC 
CTCCCCCTGTTCCCGGTGCAGGTGCAGACCCTGATAGTCGTGATCATCGGGATGCTCGTGCTC 
CTGCTGGACTTTCTTGGCTTGGTGCACCTGGGCCAGCTGCTCATCTTCCACATCTACCTGAGT 
ATGTCCCCCACCCTAAGCCCCCGATCCCCCCAAGGCTGGGTGGTCAGAGCTGCTCATCTTACA 
CCTCTACTTGAGTATGTCCCTAACCCTGAGCCCCCCACGCCTGGGGCCAGAGTCTTTGTCCCC 
CGTGTGCGCATGTGTTCAGGGTCAGCCTCTCCCAGAAGTGAGATCATGGACAAAAAGGGCAAA 
TCACAGGAAGAAATTAAATCCATGAGGACCCAGCAGGCCCAGCAAGAAGCTGAACTCACGCCG 
AGACCTGCAGGAGTGGTGCCAGGTGCTTGAAGTAACAAGTTT7\AAATGTTCAGAGACAATGGA 
ATGGAATCTATTAGGCAAGAACAGGACATTATGAAATAAGGACAGGTGGACTTCCAAAAACAC 
AAGTAGAAATTCTAACAATGAAATATATTACAGGCAGGTCACCCACTAACCAAACAACTG7y\G 
CGAGAGCTGTGGTCTTGCTTGGTCTCACAGTGGGCACAGCGGTAGGCGGTCAGTCATGTTGCT 
GAACGACGGAGGGTAAACTCCCCAGCCCCAAGAAAACCTGTGTTGGAAGTAACAACAACCTCC 
CTGCTCCTGGCACCAGCCGTTTTGGTCATGGTGGGCCAGCTGCAAAGCGTCTTCCATTCTCTG 
GGCAGTGGTGGCCCCGAGGCTGTGGCCTCTCAGGGGGTTTCTGTGGACACGGGCAGCAGAGTG 
TGTCCAGGCCAGCCCCCAAGAATGCCCTGCTCCTGACAGCTTGGCCAACCCCTGGTCAGGGCA 
GAGGGAGTTGGGTGGGTCAGGCTCTGGGCTCACCTCCATCTCCAGAGCATCCCCTGCCTGCAG 
TTGTGGCAAGAACGCCCAGCTCAGAATGAACACACCCCACCAAGAGCCTCCTTGTTCATAACC 
ACAGGTTACCCTACAAACCACTGTCCCCACACAACCCTGGGGATGTTTTAAAACACACACCTC 
TAACGCATATCTTACAGTCACTGTTGTCTTGCCTGAGGGTTGAATTTTTTTTAATGATU^GTGC 
AATGAAAATCACTGGATTAAATCCTACGGACACAGAGCTGAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAA 
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FIGURE 444 

MNTWLLFLPLFPVQVQTLIVVIIGMLVLLLDFLGLVHLGQLLIFHIYLSMSPTLSPRSPQGWV 
VRAAHLTPLLEYVPNPEPPTPGARVFVPRVRMCSGSASPRSEIMDKKGKSQEEIKSMRTQQAQ 
QEAELTPRPAGVVPGA 
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FIGURE 445 

AGGCGGGCAGCAGCTGCAGGCTGACCTTGCAGCTTGGCGGAATGGACTGGCCTCACAACCTGC 
TGTTTCTTCTTACCATTTCCATCTTCCTGGGGCTGGGCCAGCCCAGGAGCCCCAAAAGCAAGA 
GGAAGGGGCAAGGGCGGCCTGGGCCCCTGGCCCCTGGCCCTCACCAGGTGCCACTGGACCTGG 
TGTCACGGATGAAACCGTATGCCCGCATGGAGGAGTATGAGAGGAACATCGAGGAGATGGTGG 
CCCAGCTGAGGAACAGCTCAGAGCTGGCCCAGAGA/^GTGTGAGGTCAACTTGCAGCTGTGGA 
TGTCCAACAAGAGGAGCCTGTCTCCCTGGGGCTACAGCATCAACCACGACCCCAGCCGTATCC 
CCGTGGACCTGCCGGAGGCACGGTGCCTGTGTCTGGGCTGTGTGAACCCCTTCACCATGCAGG 
AGGACCGCAGCATGGTGAGCGTGCCGGTGTTCAGCCAGGTTCCTGTGCGCCGCCGCCTCTGCC 
CGCCACCGCCCCGCACAGGGCCTTGCCGCCAGCGCGCAGTCATGGAGACCATCGCTGTGGGCT 
GCACCTGCATCTTCTGAATCACCTGGCCCAGAAGCCAGGCCAGCAGCCCGAGACCATCCTCCT 
TGCACCTTTGTGCCAAGAAAGGCCTATGAAAAGTAAACACTGACTTTTGAAAGCAAG 
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FIGURE 446 

MDWPHNLLFLLTISIFLGLGQPRSPKSKRKGQGRPGPLAPGPHQVPLDLVSRMKPYARMEEYE 
RNIEEMVAQLRNSSELAQRKCEVNLQLWMSNKRSLSPWGYSINHDPSRIPVDLPEARCLCLGC 
VNPFTMQEDRSMVSVPVFSQVPVRRRLCPPPPRTGPCRQRAVMETIAVGCTCIF 

Xmpo3rt:an't f ea'tures : 
Signal peptide: 

amino acids 1-20 

N-glycosylatlon site . 

amino acids 75-78 

Homologous region t:o XL-17 

amino acids 96-180. 



BNSDCCID: <WO 014O466A2J_> 



wo 01/40466 



PCT/USOO/32678 



447/550 

FIGURE 447 

GGAGTGCAGATGGCATCCTTCGGTTCTTCCAGACAAGCTGCAAGACGCTGACCATGGCCAAGA 
TGGAGCTCTCGAAGGCCTTCTCTGGCCAGCGGACACTCCTATCTGCCATCCTCAGCATGCTAT 
CACTCAGCTTCTCCACAACATCCCTGCTCAGCAACTACTGGTTTGTGGGCACACAGAAGGTGC 
CCAAGCCCCTGTGCGAGAAAGGTCTGGCAGCCAAGTGCTTTGACATGCCAGTGTCCCTGGATG 
GAGATACCAACACATCCACCCAGGAGGTGGTACAATACAACTGGGAGACTGGGGATGACCGGT 
TCTCCTTCCGGAGCTTCCGGAGTGGCATGTGGCTATCCTGTGAGGAAACTGTGGAAGAACCAG 
GGGAGAGGTGCCGAAGTTTCATTGAACTTACACCACCAGCCAAGAGAGGTGAGAAAGGACTAC 
TGGAATTTGCCACGTTGCAAGGCCCATGTCACCCCACTCTCCGATTTGGAGGGAAGCGGTTGA 
TGGAGAAGGCTTCCCTCCCCTCCCCTCCCTTGGGGCTTTGTGGCi\AAAATCCTATGGTTATCC 
CTGGGAACGCAGATCACCTACATCGGACTTCAATTCATCAGCTTCCTCCTGCTACTAACAGAC 
TTGCTACTCACTGGGAACCCTGCCTGTGGGCTCAAACTGAGCGCCTTTGCTGCTGTTTCCTCT 
GTCCTGTCAGGTCTCCTGGGGATGGTGGCCCACATGATGTATTCACAAGTCTTCCAAGCGACT 
GTCAACTTGGGTCCAGAAGACTGGAGACCACATGTTTGGAATTATGGCTGGGCCTTCTACATG 
GCCTGGCTCTCCTTCACCTGCTGCATGGCGTCGGCTGTCACCACCTTCAACACGTACACCAGG 
ATGGTGCTGGAGTTCAAGTGCAAGCATASTAAGAGCTTCAAGGAAAACCCGAACTGCCTACCA 
CATCACCATCAGTGTTTCCCTCGGCGGCTGTCAAGTGCAGCCCCCACCGTGGGTCCTTTGACC 
AGCTACCACCAGTATCATAATCAGCCCATCCACTCTGTCTCTGAGGGAGTCGACTTCTACTCC 
GAGCTGCGGAACAAGGGATTTCAAAGAGGGGCCAGCCAGGAGCTGAAAGAAGCAGTTAGGTCA 
TCTGTAGAGGAAGAGCAGTGTTAGGAGTTAAGCGGGTTTGGGGAGTAGGCTTGAGCCCTACCT 
TACACGTCTGCTGATTATCAACATGTGCTTAAGCCAACATCCGTCTCTTGAGCATGGTTTTTA 
GAGGCTACGAATAAGGCTATGAATi\AGGGTTATCTTTAAGTCCTAAGGGATTCCTGGGTGCCA 
CTGCTCTCTTTTCCTCTACAGCTCCATCTTGTTTCACCCACCCCACATCTCACACATCCAGT^ 
TTCCCTTCTTTACTGATAGTTTCTGTGCCAGGTTCTGGGCTAAACCATGGAGATAAAAAGAAG 
AGTAAAATACACTTCCCGACCTTAAGGATCTGAAA 
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FIGURE 448 

MAKMELSKAFSGQRTLLSAILSMLSLSFSTTSLLSNYWFVGTQKVPKPLCEKGLAAKCFDMPV 
SLDGDTNTSTQEVVQYNWETGDDRFSFRSFRSGMWLSCEETVEEPGERCRSFIELTPPAKRGE 
KGLLEFATLQGPCHPTLRFGGKRLMEKASLPSPPLGLCGKNPMVIPGNADHLHRTSIHQLPPA 
TNRLATHWEPCLWAQTERLCCCFLCPVRSPGDGGPHDVFTSLPSDCQLGSRRLETTCLELWLG 
LLHGLALLHLLHGVGCHHLQHVHQDGAGVQVQA 
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FIGURE 449 



CCCACGCGTCCGCCCACGCGTCCGCCCACGCGTCCGCCCACGCGTCCGCCCACGCGTCCGCCCACGCGTCCGCCC 

ACGCGTCCGGTGCAAGCTCGCGCCGCACACTGCCTGGTGGAGGGAAGGAGCCCGGGCGCCTCTCGCCGCTCCCCG 

CGCCGCCGTCCGCACCTCCCCACCGCCCGCCGCCCGCCGCCCGCCGCCCGCAAAGCATGAGTGAGCCCGCTCTCT 

GCAGCTGCCCGGGGCGCGAATGGCAGGCTGTTTCCGCGGAGTAAAAGGTGGCGCCGGTCAGTGGTCGTTTCCAAT 

GACGGACATTAACCAGACTGTCAGATCCTGGGGAGTCGCGAGCCCCGAGTTTGGAGTTTTTTCCCCCCACAACGT 

CACAGTCCGAACTGCAGAGGGAAAGGAAGGCGGCAGGAAGGCGAAGCTCGGGCTCCGGCACGTAGTTGGGAAACT 

TGCGGGTCCTAG7\AGTCGCCTCCCCGCCTTGCCGGCCGCCCTTGCAGCCCCGAGCCGAGCAGCAAAGTGAGACAT 

TGTGCGCCTGCCAGATCCGCCGGCCGCGGACCGGGGCTGCCTCGGAAACACAGAGGGGTCTTCTCTCGCCCTGCA 

TATAATTAGCCTGCACACAAAGGGAGCAGCTGAATGGAGGTTGTCACTCTCTGGAAAAGGATTTCTGACCGAGCG 

CTTCCAATGGACATTCTCCAGTCTCTCTGGAAAGATTCTCGCTAATGGATTTCCTGCTGCTCGGTCTCTGTCTAT 

ACTGGCTGCTGAGGAGGCCCTCGGGGGTGGTCTTGTGTCTGCTGGGGGCCTGCTTTCAGATGCTGCCCGCCGCCC 

CCAGCGGGTGCCCGCAGCTGTGCCGGTGCGAGGGGCGGCTGCTGTACTGCGAGGCGCTCAACCTCACCGAGGCGC 

CCCACAACCTGTCCGGCCTGCTGGGCTTGTCCCTGCGCTACAACAGCCTCTCGGAGCTGCGCGCCGGCCAGTTCA 

CGGGGTTAATGCAGCTCACGTGGCTCTATCTGGATCAC/VATCACATCTGCTCCGTGCAGGGGGACGCCTTTCAGA 

AACTGCGCCGAGTTAAGGAACTCACGCTGAGTTCCAACCAGATCACCCAACTGCCCAACACCACCTTC 

TGCCCAACCTGCGCAGCGTGGACCTCTCGTACAACAAGCTGCAGGCGCTCGCGCCCGACCTCr i CCACliGGCi GC 

GGAAGCTCACCACGCTGCATATGCGGGCCAACGCCATCCAGTTTGTGCCCGTGCGCATCTTCCAGGACTGCCGCA 

GCCTCAAGTTTCTCGACATCGGATACAATCAGCTCAAGAGTCTGGCGCGCAACTCTTTCGCCGGCTTGTTTTU^GC 

TCACCGAGCTGCACCTCGAGCACAACGACTTGGTCAAGGTGAACTTCGCCCACTTCCCGCGCCTCATCTCCCTGC 

ACTCGCTCTGCCTGCGGAGGAACAAGGTGGCCATTGTGGTCAGCTCGCTGGACTGGGTTTGGAACCTGGAGAAAA 

TGGACTTGTCGGGCAACGAGATCGAGTACATGGAGCCCCATGTGTTCGAGACCGTGCCGCACCTGCAGTCCCTGC 

AGCTGGACTCCAACCGCCTCACCTACATCGAGCCCCGGATCCTCAACTCTTGGAAGTCCCTGACAAGCATCACCC 

TGGCCGGGAACCTGTGGGATTGCGGGCGCAACGTGTGTGCCCTAGCCTCGTGGCTCAGCAACTTCCAGGGGCGCT 

ACGATGGCAACTTGCAGTGCGCCAGCCCGGAGTACGCACAGGGCGAGGACGTCCTGGACGCCGTGTACGCCTTCC 

ACCTGTGCGAGGATGGGGCCGAGCCCACCAGCGGCCACCTGCTCTCGGCCGTCACCAACCGCAGTGATCTGGGGC 

CCCCTGCCAGCTCGGCCACCACGCTCGCGGACGGCGGGGAGGGGCAGCACGACGGCACATTCGAGCCTGCCACCG 

TGGCTCTTCCAGGCGGCGAGCACGCCGAGAACGCCGTGCAGATCCACAAGGTGGTCACGGGCACCATGGCCCTCA 

TCTTCTCCTTCCTCATCGTGGTCCTGGTGCTCTACGTGTCCTGGAAGTGTTTCCCAGCCAGCCTCAGGCAGCTCA 

GACAGTGCTTTGTCACGCAGCGCAGGAAGCAAAAGCAGAAACAGACCATGCATCAGATGGCTGCCATGTCTGCCC 

AGGAATACTACGTTGATTACAAACCGAACCACATTGAGGGAGCCCTGGTGATCATCAACGAGTATGGCTCGTGTA 

CCTGCCACCAGCAGCCCGCGAGGGAATGCGAGGTGTGATTGTCCCAGTGGCTCTCAACCCATGCGCTACCAAATA 

CGCCTGGGCAGCCGGGACGGGCCGGCGGGCACCAGGCTGGGGTCTCCTTGTCTGTGCTCTGATATGCTCCTTGAC 

TGAAACTTTAAGGGGATCTCTCCCAGAGACTTGACATTTTAGCTTTATTGTGTCTTAAAAACAAAAGCGAATTAA 

AACACAACAAAT^AACCCCACCCCACAACCTTCAGGACAGTCTATCTTAAATTTCATATGAGAACTCCTTCCTCCC 

TTTGAAGATCTGTCCATATTCAGGAATCTGAGAGTGTAAAAAAGGTGGCCATAAGACAGAGAGAGAATAATCGTG 

CTTTGTTTTATGCTACTCCTCCCACCCTGCCCATGATTAAACATCATGTATGTAGAAGATCTTAAGTCCATACGC 

ATTTCATGAAG;VACCATTGGAAAGAGGAATCTGCAATCTGGGAGCTTAAGAGCAi\ATGATGACCATAGAAAGCTA 

TGTTCTTACTTTGTGTGTGTGTCTGTATGTTTCTGCGTTGTGTGTCTTTGTAGGCAAGCAAACGTTGTCTACACA 

AACGGGAATTTAGCTCACATCATTTCATGCCCCTGTGCCTCTAGCTCTGGAGATTGGTGGGGGGAGGTGGGGGGA 

AACGGCAGGAATAAGGGAAAGTGGTAGTTTTAACTAAGGTTTTGTAACACTTGAAATCTTTTCTTTCTCAAATTA 

ATTATCTTTAAGCTTCAAGAAACTTGCTCTGACCCCTCTAAGCAAACTACTAAGCATTTAAAAGAGAATCTAATT 

TTTAAAGGTGTAGCACCTTTTTTTTTATTCTTCCCACAGAGGGTGCTAATCTCATTATGCTGTGCTATCTGAAAA 

GAACTTAAGGCCACAATTCAGGTCTCGTCCTGGGCATTGTGATGGATTGACCCTCCATTTGCAGTACCTTCCCAG 

CTGATTAAAGTTCAGCAGTGGTATTGAGGTTTTTCGAATATTTATATAGAAAAAAAGTCTTTTCACATGACAAAT 

GACACTCTCACACCAGTCTTAGCCCTAGTAGTTTTTTAGGTTGGACCAGAGGAAGCAGGTTAAATGAGACCTGTC 

CTCTGCTGCACTCAGAAAAAATAGGCAGTCCCTGATGCTCAGATCTTAGCCTTGATATTAATAGTTGAGACCACC 

TACCCACAATGCAGCCTATACTCCCAAGACTACAAAGTTACCATCGCAAAGGAAAGGTTATTCCAGTAAAAGGAA 

ATAGTTTTCTCAACCATTTAAAAATATTCTTCTGAACTCATCAAAGTAGAAGAGCCCCCAACCTTTTCTCTCTGC 

CTTCAAGAAGGCAGACATTTGGTATGATTTAGCATCAACAACACATTTATGAGTATATGTAAGTAATCAGAGGGG 

CAAATGCCACTTGTTATTCCTCCCAAGTTTTCCAAGCAAGTACACACAGATCTCTGGTAGGATTAGGGGCCACTT 

GTGTTTCCGGCTTATTTTAGTCGACTTGTCAGCAAGTTTGATGCCTAGTCTATCTGACATGGCCCAGTAGAACAG 

GGCATTGATGGATCACATGAGATGGTAG7VAGGAACATCATCACATACCCCTCTCACAGAGAAAATTATCAAAGAA 

CCAGAAATTATATCTGTTTTGGAGCAAGAGTGTCATAATGTTTCAGGGTAGTCAAAATAAACATAAATTATCTCC 

TCTAGATGAGTGGCGATGTTGGCTGATTTGGGTCTGCCATTGACAGAATGTCAAATAAAAAGGAATTAGCTAGAA 

TATGACCATTAAATGTGCTTCTGAAATATATTTTGAGATAGGTTTAGAATGTCA 
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MDFLLLGLCLYWLLRRPSGVVLCLLGACFQMLPAAPSGCPQLCRCEGRLLYCEALNLTEAPHN 

LSGLLGLSLRYNSLSELRAGQFTGLMQLTWLYLDHNHICSVQGDAFQKLRRVKELTLSSNQIT 

QLPNTTFRPMPNLRSVDLSYNKLQALAPDLFHGLRKLTTLHMRANAIQFVPVRIFQDCRSLKF 

LDIGYNQLKSLARNSFAGLFKLTELHLEHNDLVKVNFAHFPRLISLHSLCLRRNKVAIVVSSL 

DWVWNLEKMDLSGNEIEYMEPHVFETVPHLQSLQLDSNRLTYIEPRILNSWKSLTSITLAGNL 

WDCGRNVCALASWLSNFQGRYDGNLQCASPEYAQGEDVLDAVYAFHLCEDGAEPTSGHLLSAV 

TNRSDLGPPASSATTLADGGEGQHDGTTEPATVALPGGEHAENAVQIHKVVTGTMALIF 

VVLVLYVSWKCFPASLRQLRQCFVTQRRKQKQKQTMHQMAAMSAQEYYVDYKPNHIEGALVII 

NEYGSCTCHQQPARECEV 
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FIGURE 451 

TTGAGCGCAGGTGAGCTCCTGCGCGTTCCGGGGGCGTTCCTCCAGTCACCCTCCCGCCGTTAC 

CCGCGGCGCGCCCGAGGGAGTCTCCTCCAGACCCTCCCTCCCGTTGCTCCAJ\ACTAATACGGA , 

CTGAACGGATCGCTGCGAGGGTGGGAGAGAA7y\TTAGGGGGAGAAAGGACAGAGAGAGCAACT 

ACCATCCATAGCCAGATAGATTATCTTACACTGAACTGATCAAGTACTTTGAAAATGACTTCG 

AAATTTATCTTGGTGTCCTTCATACTTGCTGCACTGAGTCTTTCAACCACCTTTTCTCTCCAA 

CTAGACCAGCAAAAGGTTCTACTAGTTTCTTTTGATGGATTCCGTTGGGATTACTTATATAAA 

GTTCCAACGCCCCATTTTCATTATATTATGAAATATGGTGTTCACGTGAAGCAAGTTACTAAT 

GTTTTTATTACAAAAACCTACCCTAACCATTATACTTTGGTAACTGGCCTCTTTGCAGAGAAT 

CATGGGATTGTTGCAAATGATATGTTTGATCCTATTCGGAACAAATCTTTCTCCTTGGATCAC 

ATGAATATTTATGATTCCAAGTTTTGGGAAGAAGCGACACCAATATGGATCACA7U\CCAGAGG 

CCTACTCATTACATGCCTTACAATGAGTCAGTTTCATTTGAAGATAGAGTTGCCAAAATTGTT 
GAATGGTTTACGTCAAAAGAGCCCATAAATCTTGGTCTTCTCTATTGGGAAGACCCTGATGAC 
ATGGGCCACCATTTGGGACCTGACAGTCCGCTCATGGGGCCTGTCATTTCAGATATTGACAAG 
AAGTTAGGATATCTCATACAAATGCTGAAAAAGGCAAAGTTGTGGAACACTCTGAACCTAATC 
ATCACAAGTGATCATGGT^TGACGCAGTGCTCTGAGGT^^AGGTTAATAGAACTTGACCAGTAC 
CTGGATAAAGACCACTATACCCTGATTGATCAATCTCCAGTAGCAGCCATCTTGCCAAAAGAA 
GGTAAATTTGATGAAGTCTATGAAGCACTAACTCACGCTCATCCTAATCTTACTGTTTACAAA 
AAAGAAGACGTTCCAGAAAGGTGGCATTACAAATACAACAGTCGAATTCAACCAATCATAGCA 
GTGGCTGATGAAGGGTGGCACATTTTACAGAATAAGTCAGATGACTTTCTGTTAGGCAACCAC 
GGTTACGATAATGCGTTAGCAGATATGCATCCAATATTTTTAGCCCATGGTCCTGCCTTCAGA 
T^GAATTTCTCAAAAGAAGCCATGAACTCCACAGATTTGTACCCACTACTATGCCACCTCCTC 
AATATCACTGCCATGCCACACAATGGATCATTCTGGAATGTCCAGGATCTGCTCAATTCAGCA 
ATGCCAAGGGTGGTCCCTTATACACAGAGTACTATACTCCTCCCTGGTAGTGTTAAACCAGCA 
GAATATGACCAAGAGGGGTCATACCCTTATTTCATAGGGGTCTCTCTTGGCAGCATTATAGTG 
ATTGTATTTTTTGTAATTTTCATT7\AGCATTTAATTCACAGTCA7^TACCTGCCTTACAAGAT 
ATGCATGCTGAAATAGCTCAACCATTATTACAAGCCTAATGTTACTTTGAAGTGGATTTGCAT 
ATTGAAGTGGAGATTCCATAATTATGTCAGTGTTTA7\AGGTTTCAAATTCTGGGAAACCAGTT 
CCAAACATCTGCAGAAACCATTAAGCAGTTACATATTTAGGTATACACACACACACACACACA 
CACATACACACACACGGACCAAAATACTTACACCTGCAAAGGAATAAAGATGTGAGAGTATGT 
CTCCATTGTTCACTGTAGCATAGGGATAGATAAGATCCTGCTTTATTTGGACTTGGCGCAGAT 
AATGTATATATTTAGCAACTTTGCACTATGTAAAGTACCTTATATATTGCACTTTAAATTTCT 
CTCCTGATGGGTACTTTAATTTGAAATGCACTTTATGGACAGTTATGTCTTATAACTTGATTG 
AAAATGACAACTTTTTGCACCCATGTCACAGAATACTTGTTACGCATTGTTCAAACTGAAGGA 
AATTTCTAATAATCCCGAATAATGAACATAGAAATCTATCTCCATAAATTGAGAGAAGAAGAA 
GGTGAT7VAGTGTTG7VAAATTAAATGTGATAACCTTTGAACCTTGAATTTTGGAGATGTATTCC 
CAACAGCAGAATGCAACTGTGGGCATTTCTTGTCTTATTTCTTTCCAGAGAACGTGGTTTTCA 
TTTATTTTTCCCTCAAAAGAGAGTCAAATACTGACAGATTCGTTCTAAATATATTGTTTCTGT 
CATAAAATTATTGTGATTTCCTGATGAGTCATATTACTGTGATTTTCATAATAATGAAGACAC 
CATGAATATACTTTTCTTCTATATAGTTCAGCAATGGCCTGAATAGAAGCAACCAGGCACCAT 
CTCAGCAATGTTTTCTCTTGTTTGTAATTATTTGCTCCTTTGAAAATTA7VATCACTATTAATT 
ACATTAAAAATCAAATTGGATAAAAAAAAAAAAAAAAAAA 
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MTSKFILVSFILAALSLSTTFSLQLDQQKVLLVSFDGFRWDYLYKVPTPHFHYIMKYGVHVKQ 
VTNVFITKTYPNHYTLVTGLFAENHGIVANDMFDPIRNKSFSLDHMNIYDSKFWEEATPIWIT 
NQRAGHTSGAAMWPGTDVKIHKRFPTHYMPYNESVSFEDRVAKIVEWFTSKEPINLGLLYWED 
PDDMGHHLGPDSPLMGPVISDIDKKLGYLIQMLKKAKLWNTLNLIITSDHGMTQCSEERLIEL 
DQYLDKDHYTLIDQSPVAAILPKEGKFDEVYEALTHAHPNLTVYKKEDVPERWHYKYNSRIQP 
IIAVADEGWHILQNKSDDFLLGNHGYDNALADMHPIFLAHGPAFRKNFSKEAMNSTDLYPLLC 
HLLNITAMPHNGSFWNVQDLLNSAMPRVVPYTQSTILLPGSVKPAEYDQEGSYPYFIGVSLGS 
IIVIVFFVIFIKHLIHSQIPALQDMHAEIAQPLLQA 

Xmport^an't fea-bures : 
Signal Pep'txcle : 

amino acids 1-22 

Transmembrane Domain: 

amino acids 429-4 52 

N-glycosyla'tlon sl'tes : 

amino acids 101-104, 158-161, 292-295, 329-332, 362-365, 369-372, 
382-385, 389-392 

Soma'tomedln B Domain: 

amino acids 69-85 

Sulf abase prot:eln Region: 

amino acids 212-241 
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FIGURE 453 

GGCCGCCTGGAATTGTGGGAGTTGTGTCTGCCACTCGGCTGGCGGAGGCCGAAGGTCCGTGAC 

T ATGG CTCCCCAGAGCCTGCCTTCATCTAGGATGGCTCCTCTGGGCATGCTGCTTGGGCTGCT 

GATGGCCGCCTGCTTCACCTTCTGCCTCAGTCATCAGAACCTGAAGGAGTTTGCCCTGACCAA 

CCCAGAGAAGAGCAGCACCAAAGAAACGGAGAGAAAAGAAACCAAAGCCGAGGAGGAGCTGGA 

TGCCGAAGTCCTGGAGGTGTTCCACCCGACGCATGAGTGGCAGGCCCTTCAGCCAGGGCAGGC 

TGTCCCTGCAGGATCCCACGTACGGCTGAATCTTCAGACTGGGGAT^GAGAGGCAAAACTCCA 

ATATGAGGACAAGTTCCGAAATAATTTGAAAGGCAAAAGGCTGGATATCAACACCAACACCTA 

CACATCTCAGGATCTCAAGAGTGCACTGGCAAAATTCAAGGAGGGGGCAGAGATGGAGAGTTC 

AAAGGAAGACAAGGCAAGGCAGGCTGAGGTAAAGCGGCTCTTCCGCCCCATTGAGGAACTGAA 

GA7\AGACTTTGATGAGCTGAATGTTGTCATTGAGACTGACATGCAGATCATGGTACGGCTGAT 

CAACAAGTTCAATAGTTCCAGCTCCAGTTTGGAAGAGAAGATTGCTGCGCTCTTTGATCTTGA 

ATATTATGTCCATCAGATGGACAATGCGCAGGACCTGCTTTCCTTTGGTGGTCTTCAAGTGGT 

GATCAATGGGCTGAACAGCACAGAGCCCCTCGTGAAGGAGTATGCTGCGTTTGTGCTGGGCGC 

TGCCTTTTCCAGCAACCCCAAGGTCCAGGTGGAGGCCATCG/y^GGGGGAGCCCTGCAGAAGCT 

GCTGGTCATCCTGGCCACGGAGCAGCCGCTCACTGCAAAGAAGAAGGTCCTGTTTGCACTGTG 

CTCCCTGCTGCGCCACTTCCCCTATGCCCAGCGGCAGTTCCTGAAGCTCGGGGGGCTGCAGGT 

CCTGAGGACCCTGGTGCAGGAGAAGGGCACGGAGGTGCTCGCCGTGCGCGTGGTCACACTGCT 

CTACGACCTGGTCACGGAGAAGATGTTCGCCGAGGAGGAGGCTGAGCTGACCCAGGAGATGTC 

CCCAGAGAAGCTGCAGCAGTATCGCCAGGTACACCTCCTGCCAGGCCTGTGGGAACAGGGCTG 

GTGCGAGATCACGGCCCACCTCCTGGCGCTGCCCGAGCATGATGCCCGTGAGAAGGTGCTGCA 

GACACTGGGCGTCCTCCTGACCACCTGCCGGGACCGCTACCGTCAGGACCCCCAGCTCGGCAG 

GACACTGGCCAGCCTGCAGGCTGAGTACCAGGTGCTGGCCAGCCTGGAGCTGCAGGATGGTGA 

GGACGAGGGCTACTTCCAGGAGCTGCTGGGCTCTGTCAACAGCTTGCTGT^GGAGCTGAGATG 

AGGCCCCACACCAGGACTGGACTGGGATGCCGCTAGTGAGGCTGAGGGGTGCCAGCGTGGGTG 

GGCTTCTCAGGCAGGAGGACATCTTGGCAGTGCTGGCTTGGCCATTAAATGGAAACCTGAAGG 

CCAAAAAAAT^AAAAAAAATWW^AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 454 

MAPQSLPSSRMAPLGMLLGLLMAACFTFCLSHQNLKEFALTNPEKSSTKETERKETKAEEELD 
AEVLEVFHPTHEWQALQPGQAVPAGSHVRLNLQTGEREAKLQYEDKFRNNLKGKRLDINTNTY 
TSQDLKSALAKFKEGAEMESSKEDKARQAEVKRLFRPIEELKKDFDELNVVIETDMQIMVRLI 
NKFNSSSSSLEEKIAALFDLEYYVHQMDNAQDLLSFGGLQVVINGLNSTEPLVKEYAAFVLGA 
AFSSNPKVQVEAIEGGALQKLLVILATEQPLTAKKKVLFALCSLLRHFPYAQRQFLKLGGLQV 
LRTLVQEKGTEVLAVRVVTLLYDLVTEKMFAEEEAELTQEMSPEKLQQYRQVHLLPGLWEQGW 
CEITAHLLALPEHDAREKVLQTLGVLLTTCRDRYRQDPQLGRTLASLQAEYQVLASLELQDGE 
DEGYFQELLGSVNSLLKELR 

Impor^tan^ features: 
Signal pep'bxde: 

amino acids 1-29 

Hypothelixcal YJL126w/YUl351c/yhcX family protein. 

amino acids 364-373 

N-glycosylation site. 

amino acids 193-197, 236-240 

N-myristoylation site . 

amino acids 15-21, 19-25, 234-240, 251-257, 402-408, 451-457 

Homologous region SLSl protein. 

amino acids 68-340 
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FIGURE 455 

GCCCCAGGGAGCAGTGGGTGGTTATAACTCAGGCCCGGTGCCCAGAGCCCAGGAGGAGGCAGT 
GGCCAGGAAGGCACAGGCCTGAGAAGTCTGCGGCTGAGCTGGGAGCAAATCCCCCACCCCCTA 
CCTGGGGGACAGGGCAAGTGAGACCTGGTGAGGGTGGCTCAGCAGGCAGGGAAGGAGAGGTGT 
CTGTGCGTCCTGCACCCACATCTTTCTCTGTCCCCTCCTTGCCCTGTCTGGAGGCTGCTAGAC 
TCCTATCTTCTGAATTCTATAGTGCCTGGGTCTCAGCGCAGTGCCGATGGTGGCCCGTCCTTG 
TGGTTCCTCTCTACCTGGGGAAATAAGGTGCAGCGGCCMEGGCTACAGCAAGACCCCCCTGGA 
TGTGGGTGCTCTGTGCTCTGATCACAGCCTTGCTTCTGGGGGTCACAGAGCATGTTCTCGCCA 
ACAATGATGTTTCCTGTGACCACCCCTCTAACACCGTGCCCTCTGGGAGCAACCAGGACCTGG 
GAGCTGGGGCCGGGGT^GACGCCCGGTCGGATGACAGCAGCAGCCGCATCATCAATGGATCCG 
ACTGCGATATGCACACCCAGCCGTGGCAGGCCGCGCTGTTGCTAAGGCCCAACCAGCTCTACT 
GCGGGGCGGTGTTGGTGCATCCACAGTGGCTGCTCACGGCCGCCCACTGCAGGAAGAAAGTTT 
TCAGAGTCCGTCTCGGCCACTACTCCCTGTCACCAGTTTATGAATCTGGGCAGCAGATGTTCC 
AGGGGGTCAAATCCATCCCCCACCCTGGCTACTCCCACCCTGGCCACTCTAACGACCTCATGC 
TCATCAAACTGAACAGAAGAATTCGTCCCACTAAAGATGTCAGACCCATCAACGTCTCCTCTC 
ATTGTCCCTCTGCTGGGACAAAGTGCTTGGTGTCTGGCTGGGGGACAACCAAGAGCCCCCAAG 
TGCACTTCCCTAAGGTCCTCCAGTGCTTGAATATCAGCGTGCTAAGTCAGAAAAGGTGCGAGG 
ATGCTTACCCGAGACAGATAGATGACACCATGTTCTGCGCCGGTGACAAAGCAGGTAGAGACT 
CCTGCCAGGGTGATTCTGGGGGGCCTGTGGTCTGCAATGGCTCCCTGCAGGGACTCGTGTCCT 
GGGGAGATTACCCTTGTGCCCGGCCCAACAGACCGGGTGTCTACACGAACCTCTGCAAGTTCA 
CCAAGTGGATCCAGGAAACCATCCAGGCCAACTCCTGAGTCATCCCAGGACTCAGCACACCGG 
CATCCCCACCTGCTGCAGGGACAGCCCTGACACTCCTTTCAGACCCTCATTCCTTCCCAGAGA 
TGTTGAGAATGTTCATCTCTCCAGCCCCTGACCCCATGTCTCCTGGACTCAGGGTCTGCTTCC 
CCCACATTGGGCTGACCGTGTCTCTCTAGTTGAACCCTGGGT^CAATTTCCAAAACTGTCCAG 
GGCGGGGGTTGCGTCTCAATCTCCCTGGGGCACTTTCATCCTCAAGCTCAGGGCCCATCCCTT 
CTCTGCAGCTCTGACCCAAATTTAGTCCCAGAAATAAACTGAGAAGTGGAAAAAAAAA 
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MATARPPWMWVLCALITALLLGVTEHVLANNDVSCDHPSNTVPSGSNQDLGAGAGEDARSDDS 
SSRIINGSDCDMHTQPWQAALLLRPNQLYCGAVLVHPQWLLTAAHCRKKVFRVRLGHYSLSPV 
YESGQQMFQGVKSIPHPGYSHPGHSNDLMLIKLNRRIRPTKDVRPINVSSHCPSAGTKCLVSG 
WGTTKSPQVHFPKVLQCLNISVLSQKRCEDAYPRQIDDTMFCAGDKAGRDSCQGDSGGPVVCN 
GSLQGLVSWGDYPCARPNRPGVYTNLCKFTKWIQETIQANS 
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FIGURE 457 

GCAGTCAGAGACTTCCCCTGCCCCTCGCTGGGAAAG7VACATTAGGAATGCCTTTTAGTGCCTTGCTTCCTGAACT 
AGCTCACAGTAGCCCGGCGGCCCAGGGCAATCCGACCACATTTCACTCTCACCGCTGTAGGAATCCAGATGCAGG 
CCAAGTACAGCAGCACGAGGGACATGCTGGATGATGATGGGGACACCACCATGAGCCTGCATTCTCAAGCCTCTG 
CCACAACTCGGCATCCAGAGCCCCGGCGCACAGAGCACAGGGCTCCCTCTTCAACGTGGCGACCAGTGGCCCTGA 
CCCTGCTGACTTTGTGCTTGGTGCTGCTGATAGGGCTGGCAGCCCTGGGGCTTTTGTTTTTTCAGTACTACCAGC 
TCTCCAATACTGGTCAAGACACCATTTCTCAAATGGAAGAAAGATTAGGAAATACGTCCCAAGAGTTGCAATCTC 
TTCAAGTCCAGAATATAAAGCTTGCAGGAAGTCTGCAGCATGTGGCTGAAAAACTCTGTCGTGAGCTGTATAACA 
AAGCTGGAGCACACAGGTGCAGCCCTTGTACAGAACAATGGAAATGGCATGGAGACAATTGCTACCAGTTCTATA 
AAGACAGCAAAAGTTGGGAGGACTGTAAATATTTCTGCCTTAGTGAAAACTCTACCATGCTGAAGATAAACAAAC 
AAGAAGACCTGGAATTTGCCGCGTCTCAGAGCTACTCTGAGTTTTTCTACTCTTATTGGACAGGGCTTTTGCGCC 
CTGACAGTGGCAAGGCCTGGCTGTGGATGGATGGAACCCCTTTCACTTCTGAACTGTTCCATATTATAATAGATG 
TCACCAGCCCAAGAAGCAGAGACTGTGTGGCCATCCTCAATGGGATGATCTTCTCAAAGGACTGCAAAGAATTGA 
AGCGTTGTGTCTGTGAGAGAAGGGCAGGAATGGTGAAGCCAGAGAGCCTCCATGTCCCCCCTGAAACATTAGGCG 
AAGGTGACTGATTCGCCCTCTGCAACTACAAATAGCAGAGTGAGCCAGGCGGTGCCAAAGCAAGGGCTAGTTGAG 
ACATTGGGAAATGGAACATAATCAGGAAAGACTATCTCTCTGACTAGTACAAAATGGGTTCTCGTGTTTCCTGTT 
CAGGATCACCAGCATTTCTGAGCTTGGGTTTATGCACGTATTTAACAGTCACAAGAAGTCTTATTTACATGCCAC 
CAACCAACCTCAGAAACCCATAATGTCATCTGCCTTCTTGGCTTAGAGATAACTTTTAGCTCTCTTTCTTCTCAA 
TGTCTAATATCACCTCCCTGTTTTCATGTCTTCCTTACACTTGGTGGAATAAGAAACTTTTTGAAGTAGAGGAAA 
TACATTGAGGTAACATCCTTTTCTCTGACAGTCAAGTAGTCCATCAGAAATTGGCAGTCACTTCCCAGATTGTAC 
CAGCAAATACACAAGGAATTCTTTTTGTTTGTTTCAGTTCATACTAGTCCCTTCCCAATCCATCAGTAAAGACCC 
CATCTGCCTTGTCCATGCCGTTTCCCAACAGGGATGTCACTTGATATGAGAATCTCAAATCTCAATGCCTTATAA 
GCATTCCTTCCTGTGTCCATTAAGACTCTGATAATTGTCTCCCCTCCATAGGAATTTCTCCCAGGAAAGAAATAT 
ATCCCCATCTCCGTTTCATATCAGAACTACCGTCCCCGATATTCCCTTCAGAGAGATTAAAGACCAGAAAAAAGT 
GAGCCTCTTCATCTGCACCTGTAATAGTTTCAGTTCCTATTTTCTTCCATTGACCCATATTTATACCTTTCAGGT 
ACTGAAGATTTAATAATAATAAATGTAAATACTGTGAAAAA 
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FIGURE 458 

MQAKYSSTRDMLDDDGDTTMSLHSQASATTRHPEPRRTEHE^PSSTWRPVALTLLTLCLVLLI 
GLAALGLLFFQYYQLSNTGQDTISQMEERLGNTSQELQSLQVQNIKLAGSLQHVAEKLCRELY 
NKAGAHRCSPCTEQWKWHGDNCYQFYKDSKSWEDCKYFCLSENSTMLKINKQEDLEFAASQSY 
SEFFYSYWTGLLRPDSGKAWLWMDGTPFTSELFHIIIDVTSPRSRDCVAILNGMIFSKDCKEL 
KRCVCERRAGMVKPESLHVPPETLGEGD 
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FIGURE 459 

GTTGATGGCAAACTTCCTCAAAGGAGGGGCAGAGCCTGCGCAGGGCAGGAGCAGCTGGCCCAC 

TGGCGGCCCGCT^CACTCCGTCTCACCCTCTGGGCCCACTGCATCTAGAGGAGGGCCGTCTGT 

GAGGCCACTACCCCTCCAGCAACTGGGAGGTGGGACTGTCAGAAGCTGGCCCAGGGTGGTGGT 

CAGCTGGGTCAGGGACCTACGGCACCTGCTGGACCACCTCGCCTTCTCCATCGT^AGCAGGGAA 

GTGGGAGCCTCGAGCCCTCGGGTGGAAGCTGACCCCAAGCCACCCTTCACCTGGACAGGATGA 

GAGTGTCAGGTGTGCTTCGCCTCCTGGCCCTCATCTTTGCCATAGTCACGACATGGATGTTTA 

TTCGAAGCTACATGAGCTTCAGCATGAAAACCATCCGTCTGCCACGCTGGCTGGCAGCCTCGC 

CCACCAAGGAGATCCAGGTTAAAAAGTACAAGTGTGGCCTCATCAAGCCCTGCCCAGCCAACT 

ACTTTGCGTTTAAAATCTGCAGTGGGGCCGCCAACGTCGTGGGCCCTACTATGTGCTTTGAAG 

ACCGCATGATCATGAGTCCTGTGAAAAACAATGTGGGCAGAGGCCTAAACATCGCCCTGGTGA 

ATGGAACCACGGGAGCTGTGCTGGGACAGAAGGCATTTGACATGTACTCTGGAGATGTTATGC 

ACCTAGTGAAATTCCTTAAAGAAATTCCGGGGGGTGCACTGGTGCTGGTGGCCTCCTACGACG 

ATCCAGGGACCAAAATGAACGATGAAAGCAGGAAACTCTTCTCTGACTTGGGGAGTTCCTACG 

CAAAACAACTGGGCTTCCGGGACAGCTGGGTCTTCATAGGAGCCAAAGACCTCAGGGGTAAAA 

GCCCCTTTGAGCAGTTCTTAJ\AGAACAGCCCAGACACAAACAAATACGAGGGATGGCCAGAGC 

TGCTGGAGATGGAGGGCTGCATGCCCCCGAAGCCATTTTAGGGTGGCTGTGGCTCTTCCTCAG , 

CCAGGGGCCTGAAGAAGCTCCTGCCTGACTTAGGAGTCAGAGCCCGGCAGGGGCTGAGGAGGA 

GGAGCAGGGGGTGCTGCGTGGAAGGTGCTGCAGGTCCTTGCACGCTGTGTCGCGCCTCTCCTC 

CTCGGAAACAGAACCCTCCCACAGCACATCCTACCCGGAAGACCAGCCTCAGAGGGTCCTTCT 

GGT^CCAGCTGTCTGTGGAGAGAATGGGGTGCTTTCGTCAGGGACTGCTGACGGCTGGTCCTG 

AGGAAGGACAAACTGCCCAGACTTGAGCCCAATTA/y^TTTTATTTTTGCTGGTTTTGAAAAAA 

AAAAAAAAAAAAAA 
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FIGURE 460 

MRVSGVLRLLALIFAIVTTWMFIRSYMSFSMKTIRLPRWLAASPTKEIQVKKYKCGLIKPCPA 
NYFAFKICSGAANWGPTMCFEDRMIMSPVKNNVGRGLNIALVNGTTGAVLGQKAFDMYSGDV 
MHLVKFLKEIPGGALVLVASYDDPGTKMNDESRKLFSDLGSSYAKQLGFRDSWVFIGAKDLRG 
KSPFEQFLKNSPDTNKYEGWPELLEMEGCMPPKPF 

lmport:an't f ealiures : 
Sxgnal pept:2.de: 

amino acids 1-15 

ATP/GTP-bxnding site motif A (P-loop) . 

amino acids 184-191 

N-^gXycosylatxon site . 

amino acids 107-110 
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FIGURE 461 

AAACTCAGCACTTGCCGGAGTGGCTCATTGTTAAGACAAAGGGTGTGCACTTCCTGGCCAGGA 
AACCTGAGCGGTGAGACTCCCAGCTGCCTACATCAAGGCCCCAGGACATGCAGAACCTTCCTC 
TAGAACCCGACCCACCACCATGAGGTCCTGCCTGTGGAGATGCAGGCACCTGAGCCAAGGCGT 
CCAGTGGTCCTTGCTTCTGGCTGTCCTGGTCTTCTTTCTCTTCGCCTTGCCCTCTTTTATTAA 
GGAGCCTCAAACAAAGCCTTCCAGGCATCAACGCACAGAGAACATTAAAGAAAGGTCTCTACA 
GTCCCTGGCAAAGCCTAAGTCCCAGGCACCCACAAGGGCGAGGAGGACAACCATCTATGCAGA 
GCCAGCGCCAGAGAACAATGCCCTCAACACACAAACCCAGCCCAAGGCCCACACCACCGGAGA 
CAGAGGAAAGGAGGCCAACCAGGCACCGCCGGAGGAGCAGGACAAGGTGCCCCACACAGCACA 
GAGGGCAGCATGGAAGAGCCCAGAAAAAGAGAAAACCATGGTGAACACACTGTCACCCAGAGG 
GCAAGATGCAGGGATGGCCTCTGGCAGGACAGAGGCACAATCATGGAAGAGCCAGGACACAAA 
GACGACCCAAGGAAATGGGGGCCAGACCAGGAAGCTGACGGCCTCCAGGACGGTGTCAGAGAA 
GCACCAGGGCAAAGCGGCAACCACAGCCT^GACGCTCATTCCCAAAAGTCAGCACAGAATGCT 
GGCTCCCACAGGAGCAGTGTCAACAAGGACGAGACAGAAAGGAGTGACCACAGCAGTCATCCC 
ACCTAAGGAGAAGAAACCTCAGGCCACCCCACCCCCTGCCCCTTTCCAGAGCCCCACGACGCA 
GAGAAACCAAAGACTGAAGGCCGCCAACTTCAAATCTGAGCCTCGGTGGGATTTTGAGGAAAA 
ATACAGCTTCGAAATAGGAGGCCTTCAGACGACTTGCCCTGACTCTGTGAAGATCAAAGCCTC 
CAAGTCGCTGTGGCTCCAGAAACTCTTTCTGCCCAACCTCACTCTCTTCCTGGACTCCAGACA 
CTTCAACCAGAGTGAGTGGGACCGCCTGGAACACTTTGCACCACCCTTTGGCTTCATGGAGCT 
CAACTACTCCTTGGTGCAGT^GGTCGTGACACGCTTCCCTCCAGTGCCCCAGCAGCAGCTGCT 
CCTGGCCAGCCTCCCCGCTGGGAGCCTCCGGTGCATCACCTGTGCCGTGGTGGGCAACGGGGG 
CATCCTGAACAACTCCCACATGGGCCAGGAGATAGACAGTCACGACTACGTGTTCCGATTGAG 
CGGAGCTCTCATTA/y^GGCTACGAACAGGATGTGGGGACTCGGACATCCTTCTACGGCTTTAC 
CGCCTTCTCCCTGACCCAGTCACTCCTTATATTGGGCAATCGGGGTTTCAAGAACGTGCCTCT 
TGGGAAGGACGTCCGCTACTTGCACTTCCTGGAAGGCACCCGGGACTATGAGTGGCTGGAAGC 
ACTGCTTATGAATCAGACGGTGATGTCAAAAAACCTTTTCTGGTTCAGGCACAGACCCCAGGA 
AGCTTTTCGGGAAGCCCTGCACATGGACAGGTACCTGTTGCTGCACCCAGACTTTCTCCGATA 
CATGAAGAACAGGTTTCTGAGGTCTAAGACCCTGGATGGTGCCCACTGGAGGATATACCGCCC 
CACCACTGGGGCCCTCCTGCTGCTCACTGCCCTTCAGCTCTGTGACCAGGTGAGTGCTTATGG 
CTTCATCACTGAGGGCCATGAGCGCTTTTCTGATCACTACTATGATACATCATGGAAGCGGCT 
GATCTTTTACATAAACCATGACTTCAAGCTGGAGAGAGAAGTCTGGAAGCGGCTACACGATGA 
AGGGATAATCCGGCTGTACCAGCGTCCTGGTCCCGGAACTGCCAAAGCCAAGAACTGACCGGG 
GCCAGGGCTGCCATGGTCTCCTTGCCTGCTCCAAGGCACAGGATACAGTGGGAATCTTGAGAC 
TCTTTGGCCATTTCCCATGGCTCAGACTAAGCTCCAAGCCCTTCAGGAGTTCCAAGGGAACAC 
TTGAACCATGGACAAGACTCTCTCAAGATGGCAAATGGCTAATTGAGGTTCTGAAGTTCTTCA 
GTACATTGCTGTAGGTCCTGAGGCCAGGGATTTTTAATTAAATGGGGTGATGGGTGGCCAATA 
CCACAATTCCTGCTGAAAT^CACTCTTCCAGTCCAAAAGCTTCTTGATACAGAAAAAAGAGCC 
TGGATTTACAGAAACATATAGATCTGGTTTGAATTCCAGATCGAGTTTACAGTTGTGAAATCT 
TGAAGGTATTACTTAACTTCACTACAGATTGTCTAGAAGACCTTTCTAGGAGTTATCTGATTC 
TAGAAGGGTCTATACTTGTCCTTGTCTTTAAGCTATTTGAC7\ACTCTACGTGTTGTAGAAAAC 
TGATAATAATACAAATGATTGTTGTCCATGGAAAGGCAAATAAATTTTCTACAGTGAAAAAAA 
AAAAAAAA 
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FIGURE 462 

MRSCLWRCRHLSQGVQWSLLLAVLVFFLFAtPSFIKEPQTKPSRHQRTENIKERSLQSLAKPK 
SQAPTRARRTTIYAEPAPENNALNTQTQPKAHTTGDRGKEANQAPPEEQDKVPHTAQRAAWKS 
PEKEKTMVNTLSPRGQDAGMASGRTEAQSWKSQDTKTTQGNGGQTRKLTASRTVSEKHQGKAA 
TTAKTLIPKSQHRMLAPTGAVSTRTRQKGVTTAVIPPKEKKPQATPPPAPFQSPTTQRNQRLK 
AANFKSEPRWDFEEKYSFEIGGLQTTCPDSVKIKASKSLWLQKLFLPNLTLFLDSRHFNQSEW 
DRLEHFAPPFGFMELNYSLVQKVVTRFPPVPQQQLLLASLPAGSLRCITCAVVGNGGILNNSH 
MGQEIDSHDYVFRLSGALIKGYEQDVGTRTSFYGFTAFSLTQSLLILGNRGFKNVPLGKDVRY 
LHFLEGTRDYEWLEALLMNQTVMSKNLFWFRHRPQEAFREALHMDRYLLLHPDFLRYMKNRFL 
RSKTLDGAHWRIYRPTTGALLLLTALQLCDQVSAYGFITEGHERFSDHYYDTSWKRLIFYINH 
DFKLEREVWKRLHDEGI IRLYQRPGPGTAKAKN 

Xmporlian^ £eat:ures: 
Cy1:opla.smlc Domain: 

amino acids 1-10 

Type 11 Transmembrane Domain: 

amino acids 11-35 

Liamenal ca'talyt:ic Domain: 

amino acids 36-600 

Ribonucleotide Reductase small subunit Signature: 

amino acids 4 81-4 96 

N-glycosylation Sites: 

amino acids 300-303, 311-314, 331-334, 375-378, 460-463 
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FIGURE 463 



GGGGGAGCTAGGCCGGCGGCAGTGGTGGTGGCGGCGGCGCAAGGGTGAGGGCGGCCCCAGAAC 
CCCAGGTAGGTAGAGCT^AGAAGATGGTGTTTCTGCCCCTCAAATGGTCCCTTGCAACCATGTC 
ATTTCTACTTTCCTCACTGTTGGCTCTCTTAACTGTGTCCACTCCTTCATGGTGTCAGAGCAC 
TGAAGCATCTCCAAAACGTAGTGATGGGACACCATTTCCTTGGT^TAAAATACGACTTCCTGA 
GTACGTCATCCCAGTTCATTATGATCTCTTGATCCATGCAT^CCTTACCACGCTGACCTTCTG 
GGGAACCACGAAAGTAGAAATCACAGCCAGTCAGCCCACCAGCACCATCATCCTGCATAGTCA 
CCACCTGCAGATATCTAGGGCCACCCTCAGGAAGGGAGCTGGAGAGAGGCTATCGGAAGAACC 
CCTGCAGGTCCTGGAACACCCCCCTCAGGAGCAAATTGCACTGCTGGCTCCCGAGCCCCTCCT 
TGTCGGGCTCCCGTACACAGTTGTCATTCACTATGCTGGCAATCTTTCGGAGACTTTCCACGG 
ATTTTACAAAAGCACCTACAGAACCAAGGAAGGGGAACTGAGGATACTAGCATCAACACAATT 
TGAACCCACTGCAGCTAGAATGGCCTTTCCCTGCTTTGATGAACCTGCCTTCAAAGCAAGTTT 
CTCAATCAAAATTAGAAGAGAGCCAAGGCACCTAGCCATCTCCAATATGCCATTGGTGAAATC 
TGTGACTGTTGCTGAAGGACTCATAGAAGACCATTTTGATGTCACTGTGAAGATGAGCACCTA 
TCTGGTGGCCTTCATCATTTCAGATTTTGAGTCTGTCAGCAAGATAACCAAGAGTGGAGTCAA 
GGTTTCTGTTTATGCTGTGCCAGACAAGATAAATCAAGCAGATTATGCACTGGATGCTGCGGT 
GACTCTTCTAGAATTTTATGAGGATTATTTCAGCATACCGTATCCCCTACCCAAACAAGATCT 
TGCTGCTATTCCCGACTTTCAGTCTGGTGCTATGGAT^AACTGGGGACTGACAACATATAGAGA 
ATCTGCTCTGTTGTTTGATGCAGAAAAGTCTTCTGCATCAAGTAAGCTTGGCATCACAGTGAC 
TGTGGCCCATGAACTGGCCCACCAGTGGTTTGGGAACCTGGTCACTATGGAATGGTGGAATGA 
TCTTTGGCTAAATGAAGGATTTGCCAAATTTATGGAGTTTGTGTCTGTCAGTGTGACCCATCC 
TGAACTGAAAGTTGGAGATTATTTCTTTGGCAAATGTTTTGACGCAATGGAGGTAGATGCTTT 
AAATTCCTCACACCCTGTGTCTACACCTGTGGAAAATCCTGCTCAGATCCGGGAGATGTTTGA 
TGATGTTTCTTATGATAAGGGAGCTTGTATTCTGAATATGCTAAGGGAGTATCTTAGCGCTGA 
CGCATTTAAAAGTGGTATTGTACAGTATCTCCAGAAGCATAGCTATAAAAATACAAAAAACGA 
GGACCTGTGGGATAGTATGGCAAGTATTTGCCCTACAGATGGTGTAAAAGGGATGGATGGCTT 
TTGCTCTAGAAGTCAACATTCATCTTCATCCTCACATTGGCATCAGGAAGGGGTGGATGTGAA 
AACCATGATGT^CACTTGGACACTGCAGAGGGGTTTTCCCCTAATAACCATCACAGTGAGGGG 
GAGGAATGTACACATGAAGCAAGAGCACTACATGAAGGGCTCTGACGGCGCCCCGGACACTGG 
GTACCTGTGGCATGTTCCATTGACATTCATCACCAGCAAATCCAACATGGTCCATCGATTTTT 
GCTAAAAACAAAAACAGATGTGCTCATCCTCCCAGAAGAGGTGGAATGGATCAAATTTAATGT 
GGGCATGAATGGCTATTACATTGTGCATTACGAGGATGATGGATGGGACTCTTTGACTGGCCT 
TTTAA7\AGGAACACACACAGCAGTCAGCAGTAATGATCGGGCAAGTCTCATTAACAATGCATT 
TCAGCTCGTCAGCATTGGGAAGCTGTCCATTGAAAAGGCCTTGGATTTATCCCTGTACTTGAA 
ACATGAAACTGAAATTATGCCCGTGTTTCAAGGTTTGAATGAGCTGATTCCTATGTATAAGTT 
AATGGAGAAAAGAGATATGAATGAAGTGGTW^CTCAATTCAAGGCCTTCCTCATCAGGCTGCT 
AAGGGACCTCATTGATAAGCAGACATGGACAGACGAGGGCTCAGTCTCAGAGCAAATGCTGCG 
GAGTGAACTACTACTCCTCGCCTGTGTGCACAACTATCAGCCGTGCGTACAGAGGGCAGAAGG 
CTATTTCAGAAAGTGGAAGGAATCCAATGGAAACTTGAGCCTGCCTGTCGACGTGACCTTGGC 
AGTGTTTGCTGTGGGGGCCCAGAGCACAGAAGGCTGGGATTTTCTTTATAGTAAATATCAGTT 
TTCTTTGTCCAGTACTGAGAAAAGCCAAATTGAATTTGCCCTCTGCAGT^ACCCAAT^TAAGGA 
AAAGCTTCAATGGCTACTAGATGAAAGCTTTAAGGGAGATAAAATAAAAACTCAGGAGTTTCC 
ACA7y\TTCTTACACTCATTGGCAGGAACCCAGTAGGATACCCACTGGCCTGGCAATTTCTGAG 
GAAAAACTGGAACA7y\CTTGTACAAAAGTTTGAACTTGGCTCATCTTCCATAGCCCACATGGT 
AATGGGTACAACAAATCAATTCTCCACAAGAACACGGCTTGAAGAGGTAAAAGGATTCTTCAG 
CTCTTTGAAAGAAAATGGTTCTCAGCTCCGTTGTGTCCAACAGACAATTGAAACCATTGAAGA 
AAACATCGGTTGGATGGATAAGAATTTTGATAAAATCAGAGTGTGGCTGCAAAGTGAAAAGCT 
TGAACGTATGTAAAAATTCCTCCCTTGCCCGGTTCCTGTTATCTCTAATCACCAACATTTTGT 
TGAGTGTATTTTCAAACTAGAGATGGCTGTTTTGGCTCCAACTGGAGATACTTTTTTCCCTTC 
AACTCATTTTTTGACTATCCCTGTGAAAAGAATAGCTGTTAGTTTTTCATGAATGGGCTTTTT 
CATGAATGGGCTATCGCTACCATGTGTTTTGTTCATCACAGGTGTTGCCCTGCAACGTAAACC 
CAAGTGTTGGGTTCCCTGCCACAGAAGAATAAAGTACCTTATTCTTCTCAAAAAAAAAAAAAA 
AAAAAAAAAAAAA 
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FIGURE 464 

MVFLPLKWSLATMSFLLSSLLALLTVSTPSWCQSTEASPKRSDGTPFPWNKIRLPEYVIPVHY 
DLLIHANLTTLTFWGTTKVEITASQPTSTIILHSHHLQISRATLRKGAGERLSEEPLQVLEHP 
PQEQIALLAPEPLLVGLPYTWIHYAGNLSETFHGFYKSTYRTKEGELRILASTQFEPTAARM 
AFPCFDEPAFKASFSIKIRREPRHLAISNMPLVKSVTVAEGLIEDHFDVTVKMSTYLVAFIIS 
DFESVSKITKSGVKVSVYAVPDKINQADYALDAAVTLLEFYEDYFSIPYPLPKQDLAAIPDFQ 
SGAMENWGLTTYRESALLFDAEKSSASSKLGITVTVAHELAHQWFGNLVTMEWWNDLWLNEGF 
AKFMEFVSVSVTHPELKVGDYFFGKCFDAMEVDALNSSHPVSTPVENPAQIREMFDDVSYDKG 
ACILNMLREYLSADAFKSGIVQYLQKHSYKNTKNEDLWDSMASICPTDGVKGMDGFCSRSQHS 
SSSSHWHQEGVDVKTMMNTWTLQRGFPLITITVRGRNVHMKQEHYMKGSDGAPDTGYLWHVPL 
TFITSKSNMVHRFLLKTKTDVLILPEEVEWIKFNVGMNGYYIVHYEDDGWDSLTGLLKGTHTA 
VSSNDRASLINNAFQLVSIGKLSIEKALDLSLYLKHETEIMPVFQGLNELIPMYKLMEKRDMN 
EVETQFKAFLIRLLRDLIDKQTWTDEGSVSEQMLRSELLLLACVHNYQPCVQRAEGYFRKWKE 
SNGNLSLPVDVTLAVFAVGAQSTEGWDFLYSKYQFSLSSTEKSQIEFALCRTQNKEKLQWLLD 
ESFKGDKIKTQEFPQILTLIGRNPVGYPLAWQFLRKNWNKLVQKFELGSSSIAHMVMGTTNQF 
STRTRLEEVKGFFSSLKENGSQLRCVQQTIETIEENIGWMDKNFDKIRVWLQSEKLERM 

Inipor'tan^ features: 
Signal peplilde : 

amino acids 1-34 

N-glycosyla-bion sites : 

amino acids 70-74, 154-158, 414-418, 760-764, 901-905 

Neutoal zinc mei:allopeptidases , zinc-binding region signa'ture: 

amino acids 350-360 
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FIGURE 465 

CAGCCACAGACGGGTCATGAGCGCGGTATTACTGCTGGCCCTCCTGGGGTTCATCCTCCCACT 
GCCAGGAGTGCAGGCGCTGCTCTGCCAGTTTGGGACAGTTCAGCATGTGTGGAAGGTGTCCGA 
CCTACCCCGGCAATGGACCCCTAAGAACACCAGCTGCGACAGCGGCTTGGGGTGCCAGGACAC 
GTTGATGCTCATTGAGAGCGGACCCCAAGTGAGCCTGGTGCTCTCCAAGGGCTGCACGGAGGC 
CAAGGACCAGGAGCCCCGCGTCACTGAGCACCGGATGGGCCCCGGCCTCTCCCTGATCTCCTA 
CACCTTCGTGTGCCGCCAGGAGGACTTCTGCAACAACCTCGTTAACTCCCTCCCGCTTTGGGC 
CCCA.CAGCCCCCAGCAGACCCAGGATCCTTGAGGTGCCCAGTCTGCTTGTCTATGGAAGGCTG 
TCTGGAGGGGACAACAGAAGAGATCTGCCCCAAGGGGACCACACACTGTTATGATGGCCTCCT 
CAGGCTCAGGGGAGGAGGCATCTTCTCCAATCTGAGAGTCCAGGGATGCATGCCCCAGCCAGG 
TTGCAACCTGCTCAATGGGACACAGGAAATTGGGCCCGTGGGTATGACTGAGAACTGCAATAG 
GAAAGATTTTCTGACCTGTCATCGGGGGACCACCATTATGACACACGGAAACTTGGCTCAAGA 
ACCCACTGATTGGACCACATCGAATACCGAGATGTGCGAGGTGGGGCAGGTGTGTCAGGAGAC 
GCTGCTGCTCATAGATGTAGGACTCACATCAACCCTGGTGGGGACi\AAAGGCTGCAGCACTGT 
TGGGGCTCAAAATTCCCAGAAGACCACCATCCACTCAGCCCCTCCTGGGGTGCTTGTGGCCTC 
CTATACCCACTTCTGCTCCTCGGACCTGTGCAATAGTGCCAGCAGCAGCAGCGTTCTGCTGAA 
^ CTCCCTCCCTCCTCAAGCTGCCCCTGTCCCAGGAGACCGGCAGTGTCCTACCTGTGTGCAGCC 
CCTTGGAACCTGTTCAAGTGGCTCCCCCCGAATGACCTGCCCCAGGGGCGCCACTCATTGTTA 
TGATGGGTACATTCATCTCTCAGGAGGTGGGCTGTCCACCAAAATGAGCATTCAGGGCTGCGT 
GGCCCAACCTTCCAGCTTCTTGTTGAACCACACCAGACAAATCGGGATCTTCTCTGCGCGTGA 
GAAGCGTGATGTGCAGCCTCCTGCCTCTCAGCATGAGGGAGGTGGGGCTGAGGGCCTGGAGTC 
TCTCACTTGGGGGGTGGGGCTGGCACTGGCCCCAGCGCTGTGGTGGGGAGTGGTTTGCCCTTC 
CTGCTAACTCTATTACCCCCACGATTCTTCACCGCTGCTGACCACCCACACTCAACCTCCCTC 
TGACCTCATAACCTAATGGCCTTGGACACCAGATTCTTTCCCATTCTGTCCATGAATCATCTT 
CCCCACACACAATCATTCATATCTACTCACCTAACAGCAACACTGGGGAGAGCCTGGAGCATC 
CGGACTTGCCCTATGGGAGAGGGGACGCTGGAGGAGTGGCTGCATGTATCTGATAATACAGAC 
CCTGTCCTTTCA 
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FIGURE 466 

MSAVLLLALLGFILPLPGVQALLCQFGTVQHVWKVSDLPRQWTPKNTSCDSGLGCQDTLMLIE 
SGPQVSLVLSKGCTEAKDQEPRVTEHRMGPGLSLISYTFVCRQEDFCNNLVNSLPLWAPQPPA 
DPGSLRCPVCLSMEGCLEGTTEEICPKGTTHCYDGLLRLRGGGIFSNLRVQGCMPQPGCNLLN 
GTQEIGPVGMTENCNRKDFLTCHRGTTIMTHGNLAQEPTDWTTSNTEMCEVGQVCQETLLLID 
VGLTSTLVGTKGCSTVGAQNSQKTTIHSAPPGVLVASYTHFCSSDLCNSASSSSVLLNSLPPQ 
AAPVPGDRQCPTCVQPLGTCSSGSPRMTCPRGATHCYDGYIHLSGGGLSTKMSIQGCVAQPSS 
FLLNHTRQIGIFSAREKRDVQPPASQHEGGGAEGLESLTWGVGLALAPALWWGVVCPSC 
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FIGURE 467 

GAGGATTTGCCACAGCAGCGGATAGAGCAGGAGAGCACCACCGGAGCCCTTGAGACATCCTTG 
AGAAGAGCCACAGCATAAGAGACTGCCCTGCTTGGTGTTTTGCAGGATGATGGTGGCCCTTCG 
AGGAGCTTCTGCATTGCTGGTTCTGTTCCTTGCAGCTTTTCTGCCCCCGCCGCAGTGTACCCA 
GGACCCAGCCATGGTGCATTACATCTACCAGCGCTTTCGAGTCTTGGAGCAAGGGCTGGAAAA 
ATGTACCCAAGCAACGAGGGCATACATTCAAGAATTCCAAGAGTTCTCAAAAAATATATCTGT 
CATGCTGGG7\AGATGTCAGACCTACACAAGTGAGTACAAGAGTGCAGTGGGTAACTTGGCACT 
GAGAGTTGT^CGTGCCCAACGGGAGATTGACTACATACAATACCTTCGAGAGGCTGACGAGTG 
CATCGTATCAGAGGACAAGACACTGGCAGAAATGTTGCTCCAAGAAGCTGAAGAAGAGAAAAA 
GATCCGGACTCTGCTGAATGCTVAGCTGTGACAACATGCTGATGGGCATAAAGTCTTTGAAAAT 
AGTGAAGAAGATGATGGACACACATGGCTCTTGGATGAAAGATGCTGTCTATAACTCTCCAAA 
GGTGTACTTATTAATTGGATCCAGAAACAACACTGTTTGGGAATTTGCAAACATACGGGCATT 
CATGGAGGATAACACCAAGCCAGCTCCCCGGAAGCAAATCCTAACACTTTCCTGGCAGGGAAC 
AGGCCAAGTGATCTACAAAGGTTTTCTATTTTTTCATAACCAAGCAACTTCTAATGAGATAAT 
CA7^TATi\ACCTGCAGAAGAGGACTGTGGAAGATCGAATGCTGCTCCCAGGAGGGGTAGGCCG 
AGCATTGGTTTACCAGCACTCCCCCTCAACTTACATTGACCTGGCTGTGGATGAGCATGGGCT 
CTGGGCCATCCACTCTGGGCCAGGCACCCATAGCCATTTGGTTCTCACAAAGATTGAGCCGGG 
CACACTGGGAGTGGAGCATTCATGGGATACCCCATGCAGAAGCCAGGATGCTGAAGCCTCATT 
CCTCTTGTGTGGGGTTCTCTATGTGGTCTACAGTACTGGGGGCCAGGGCCCTCATCGCATCAC 
CTGCATCTATGATCCACTGGGCACTATCAGTGAGGAGGACTTGCCCAACTTGTTCTTCCCCAA 
GAGACCAAGAAGTCACTCCATGATCCATTACAACCCCAGAGATAAGCAGCTCTATGCCTGGAA 
TGAAGGAAACCAGATCATTTACAAACTCCAGACAAAGAGAAAGCTGCCTCTGAAG3CAATGCAT 
TACAGCTGTGAGAAAGAGCACTGTGGCTTTGGCAGCTGTTCTACAGGACAGTGAGGCTATAGC 
CCCTTCACAATATAGTATCCCTCTAATCACACACAGGAAGAGTGTGTAGAAGTGGAAATACGT 
ATGCCTCCTTTCCCAAATGTCACTGCCTTAGGTATCTTCCAAGAGCTTAGATGAGAGCATATC 
ATCAGGAAAGTTTCAACAATGTCCATTACTCCCCCATU^CCTCCTGGCTCTCAAGGATGACCAC 
ATTCTGATACAGCCTACTTCAAGCCTTTTGTTTTACTGCTCCCCAGCATTTACTGTAACTCTG 
CCATCTTCCCTCCCACAATTAGAGTTGTATGCCAGCCCCTAATATTCACCACTGGCTTTTCTC 
TCCCCTGGCCTTTGCTGAAGCTCTTCCCTCTTTTTCAAATGTCTATTGATATTCTCCCATTTT 
CACTGCCCAACTAAAATACTATTAATATTTCTTTCTTTTCTTTTCTTTTTTTTGAGACAAGGT 
CTCACTATGTTGCCCAGGCTGGTCTCAAACTCCAGAGCTCAAGAGATCCTCCTGCCTCAGCCT 
CCTAAGTACCTGGGATTACAGGCATGTGCCACCACACCTGGCTTAAAATACTATTTCTTATTG 
AGGTTTAACCTCTATTTCCCCTAGCCCTGTCCTTCCACTAAGCTTGGTAGATGTAATAATT^AA 
GTGAAAATATTAACATTTGAATATCGCTTTCCAGGTGTGGAGTGTTTGCACATCATTGAATTC 
TCGTTTCACCTTTGTGAAACATGCACAAGTCTTTACAGCTGTCATTCTAGAGTTTAGGTGAGT 
AACACAATTACAAAGTGAAAGATACAGCTAGAAAATACTACAAATCCCATAGTTTTTCCATTG 
CCCAAGGAAGCATCA7\ATACGTATGTTTGTTCACCTACTCTTATAGTCAATGCGTTCATCGTT 
TCAGCCTAAAAATAATAGTCTGTCCCTTTAGCCAGTTTTCATGTCTGCACAAGACCTTTCAAT 
AGGCCTTTCAAATGATi\ATTCCTCCAGAAAACCAGTCTAAGGGTGAGGACCCCAACTCTAGCC 
TCCTCTTGTCTTGCTGTCCTCTGTTTCTCTCTTTCTGCTTTAAATTCAATATVAAGTGACACTG 
AGCAAAAAAAAAAAAAAA 
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FIGURE 468 

MMVALRGASALLVLFLAAFLPPPQCTQDPAMVHYIYQRFRVLEQGLEKCTQATRAYIQEFQEF 
SKNISVMLGRCQTYTSEYKSAVGNLALRVERAQREIDYIQYLREADECIVSEDKTLAEMLLQE 
AEEEKKIRTLLNASCDNMLMGIKSLKIVKKMMDTHGSWMKDAVYNSPKVYLLIGSRNNTVWEF 
ANIRAFMEDNTKPAPRKQILTLSWQGTGQVIYKGFLFFHNQATSNEIIKYNLQKRTVEDRMLL 
PGGVGRALVYQHSPSTYIDLAVDEHGLWAIHSGPGTHSHLVLTKIEPGTLGVEHSWDTPCRSQ 
DAEASFLLCGVLYVVYSTGGQGPHRITCIYDPLGTISEEDLPNLFFPKRPRSHSMIHYNPRDK 
QLYAWNEGNQIIYKLQTKRKLPLK 
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FIGURE 469 

TGGCCTCCCCAGCTTGCCAGGCACAAGGCTGAGCGGGAGGAAGCGAGAGGCATCTAAGCAGGC 
AGTGTTTTGCCTTCACCCCAAGTGACCATGAGAGGTGCCACGCGAGTCTCAATCATGCTCCTC 
CTAGTAACTGTGTCTGACTGTGCTGTGATCACAGGGGCCTGTGAGCGGGATGTCCAGTGTGGG 
GCAGGCACCTGCTGTGCCATCAGCCTGTGGCTTCGAGGGCTGCGGATGTGCACCCCGCTGGGG 
CGGGAAGGCGAGGAGTGCCACCCCGGCAGCCACAAGGTCCCCTTCTTCAGGAAACGCAAGCAC 
CACACCTGTCCTTGCTTGCCCAACCTGCTGTGCTCCAGGTTCCCGGACGGCAGGTACCGCTGC 
TCCATGGACTTGAAGAACATCAATTTT^SGCGCTTGCCTGGTCTCAGGATACCCACCATCCT 
TTTCCTGAGCACAGCCTGGATTTTTATTTCTGCCATGAAACCCAGCTCCCATGACTCTCCCAG 
TCCCTACACTGACTACCCTGATCTCTCTTGTCTAGTACGCACATATGCACACAGGCAGACATA 
CCTCCCATCATGACATGGTCCCCAGGCTGGCCTGAGGATGTCACAGCTTGAGGCTGTGGTGTG 
AAAGGTGGCCAGCCTGGTTCTCTTCCCTGCTCAGGCTGCCAGAGAGGTGGTAAATGGCAGAAA 
GGACATTCCCCCTCCCCTCCCCAGGTGACCTGCTCTCTTTCCTGGGCCCTGCCCCTCTCCCCA 
CATGTATCCCTCGGTCTGAATTAGACATTCCTGGGCACAGGCTCTTGGGTGCATTGCTCAGAG 
TCCCAGGTCCTGGCCTGACCCTCAGGCCCTTCACGTGAGGTCTGTGAGGACCAATTTGTGGGT 
AGTTCATCTTCCCTCGATTGGTTAACTCCTTAGTTTCAGACCACAGACTCAAGATTGGCTCTT 
CCCAGAGGGCAGCAGACAGTCACCCCAAGGCAGGTGTAGGGAGCCCAGGGAGGCCAATCAGCC 
CCCTGAAGACTCTGGTCCCAGTCAGCCTGTGGCTTGTGGCCTGTGACCTGTGACCTTCTGCCA 
GAATTGTCATGCCTCTGAGGCCCCCTCTTACCACACTTTACCAGTTAACCACTGAAGCCCCCA 
ATTCCCACAGCTTTTCCATTAAAATGCAAATGGTGGTGGTTCAATCTAATCTGATATTGACAT 
ATTAGAAGGCAATTAGGGTGTTTCCTTAAACAACTCCTTTCCAAGGATCAGCCCTGAGAGCAG 
GTTGGTGACTTTGAGGAGGGCAGTCCTCTGTCCAGATTGGGGTGGGAGCAAGGGACAGGGAGC 
AGGGCAGGGGCTGATVAGGGGCACTGATTCAGACCAGGGAGGCAACTACACACCAACATGCTGG 
CTTTAGAATAAAAGCACCTU^CTGAAAAAA 
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FIGURE 470 

MRGATRVSIMLLLVTVSDCAVITGACERDVQCGAGTCCAISLWLRGLRMCTPLGREGEECHPG 
SHKVPFFRKRKHHTCPCLPNLLCSRFPDGRYRCSMDLKNINF 

X2iipor1:ant: fera'bures : 
Signal pep'tide: 

amino acids 1-19 

Tyrosine kinase phosphorylat:ion site: 

amino acids 88-95 

N-myrls^oyla^xon sites : 

amino acids 33-39, 35-41, 46-52 
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FIGURE 471 

AGCGCCCGGGCGTCGGGGCGGTAAAAGGCCGGCAGAAGGGAGGCACTTGAGAAATGTCTTTCC 
TCCAGGACCCAAGTTTCTTCACCATGGGGATGTGGTCCATTGGTGCAGGAGCCCTGGGGGCTG 
CTGCCTTGGCATTGCTGCTTGCCAACACAGACGTGTTTCTGTCCAAGCCCCAGAAAGCGGCCC 
TGGAGTACCTGGAGGATATAGACCTGAAAACACTGGAGAAGGAACCAAGGACTTTCAAAGCAA 
AGGAGCTATGGGAAAAAAATGGAGCTGTGATTATGGCCGTGCGGAGGCCAGGCTGTTTCCTCT 
GTCGAGAGGAAGCTGCGGATCTGTCCTCCCTGT^AAAGCATGTTGGACCAGCTGGGCGTCCCCC 
TCTATGCAGTGGTAAAGGAGCACATCAGGACTGAAGTGAAGGATTTCCAGCCTTATTTCAAAG 
GAGAAATCTTCCTGGATGAAAAGAAAAAGTTCTATGGTCCACAAAGGCGGAAGATGATGTTTA 
TGGGATTTATCCGTCTGGGAGTGTGGTACAACTTCTTCCGAGCCTGGAACGGAGGCTTCTCTG 
GAAACCTGGAAGGAGAAGGCTTCATCCTTGGGGGAGTTTTCGTGGTGGGATCAGGAAAGCAGG 
GCATTCTTCTTGAGCACCGAGAAA7VAGAATTTGGAGACAAAGTAAACCTACTTTCTGTTCTGG 
AAGCTGCTAAGATGATCAAACCACAGACTTTGGCCTCAGAGAAAAAATGATTGTGTGAAACTG 
CCCAGCTCAGGGATAACCAGGGACATTCACCTGTGTTCATGGGATGTATTGTTTCCACTCGTG 
TCCCTAAGGAGTGAGAAACCCATTTATACTCTACTCTCAGTATGGATTATTAATGTATTTTAA 
TATTCTGTTTAGGCCCACTAAGGCAAAATAGCCCCAA7VACAAGACTGACAAAAATCTGAAAAA 
CT/yVTGAGGATTATTAAGCTAAAACCTGGGAAATAGGAGGCTTAAAATTGACTGCCAGGCTGG 
GTGCAGTGGCTCACACCTGTAATCCCAGCACTTTGGGAGGCCAAGGTGAGCAAGTCACTTGAG 
GTCGGGAGTTCGAGACCAGCCTGAGCAACATGGCGAAACCCCGTCTCTACTAAAAATACAAAA 
ATCACCCGGGTGTGGTGGCAGGCACCTGTAGTCCCAGCTACCCGGGAGGCTGAGGCAGGAGAA 
TCACTTGAACCTGGGAGGTGGAGGTTGCGGTGAGCTGAGATCACACCACTGTATTCCAGCCTG 
GGTGACTGAGACTCTAACTAA 
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FIGURE 472 

MSFLQDPSFFTMGMWSIGAGALGAAALALLLANTDVFLSKPQKAALEYLEDIDLKTLEKEPRT 
FKAKELWEKNGAVIMAVRRPGCFLCREEAADLSSLKSMLDQLGVPLYAVVKEHIRTEVKDFQP 
YFKGEIFLDEKKKFYGPQRRKMMFMGFIRLGVWYNFFRAWNGGFSGNLEGEGFILGGVFVVGS 
GKQGILLEHREKEFGDKVNLLSVLEAAKMIKPQTLASEKK 
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FIGURE 473 

AATATATCATCTATTTATCATTAATCAATAATGTATTCTTTTATTCCAATAACATTTGGGTTT 
TGGGATTTTAATTTTCAAACACAGCAGAASGACATTTTTTCTGTCACTATTATTATTGTTGGT 
ATGTGAAGCTATTTGGAGATCCAATTCAGGAAGCAACACATTGGAGAATGGCTACTTTCTATC 
AAGAAATAAAGAGAACCACAGTCT^CC'CACACAATCATCTTTAGAAGACAGTGTGACTCCTAC 
CAAAGCTGTCAAAACCACAGGCAAGGGCATAGTTAAAGGACGGAATCTTGACTCAAGAGGGTT 
AATTCTTGGTGCTGAAGCCTGGGGCAGGGGTGTAAAGAAAAACACTMlGATTCT^TGATTGTA 

aatttaaggcaaatacacatattagtattaccttagtgtaatgtatccctgtcatatatacaa 
taaggtgaaattataagtaccctatgcagttggctggacagttctaaattggactttattaat 

TTTTATVAATCAGTT^CTGATTTATCACTGGCTATGTGCTTAGATCTACAGGAGATCATATAAT 
TTGATACAAATAAAAGT^AAAGTGTTCTCTCCCCTTACAGAATTGACATTTTAAATGCGATACA 
GTTAGAATAGGAAATATGACATTAGAAAGGAAGAATGACAGGGAGT^AAGGAAAGAAGGGAAAA 
TGTTGCCAAGGAAAAAAAAA 
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FIGURE 474 

MTFFLSLLLLLVCEAIWRSNSGSNTLENGYFLSRNKENHSQPTQSSLEDSVTPTKAVKTTGKG 
IVKGRNLDSRGLILGAEAWGRGVKKNT 
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FIGURE 475 

GACAGTGGAGGGCAGTGGAGAGGACCGCGCTGTCCTGCTGTCACCAAGAGCTGGAGACACCAT 
CTCCCACCGAGAGTCAT6GCCCCATTGGCCCTGCACCTCCTCGTCCTCGTCCCCATCCTCCTC 
AGCCTGGTGGCCTCCCAGGACTGG/y^GGCTGAACGCAGCCAAGACCCCTTCGAGAAATGCATG 
CAGGATCCTGACTATGAGCAGCTGCTCAAGGTGGTGACCTGGGGGCTCAATCGGACCCTGAAG 
CCCCAGAGGGTGATTGTGGTTGGCGCTGGTGTGGCCGGGCTGGTGGCCGCCAAGGTGCTCAGC 
GATGCTGGACACAAGGTCACCATCCTGGAGGCAGATAACAGGATCGGGGGCCGCATCTTCACC 
TACCGGGACCAGAACACGGGCTGGATTGGGGAGCTGGGAGCCATGCGCATGCCCAGCTCTCAC 
AGGATCCTCCACAAGCTCTGCCAGGGCCTGGGGCTCAACCTGACCAAGTTCACCCAGTACGAC 
AAGAACACGTGGACGGAGGTGCACGAAGTGAAGCTGCGCAACTATGTGGTGGAGAAGGTGCCC 
GAGAAGCTGGGCTACGCCTTGCGTCCCCAGGAAAAGGGCCACTCGCCCGAAGACATCTACCAG 
ATGGCTCTCAACCAGGCCCTCAT^GACCTCAAGGCACTGGGCTGCAGAAAGGCGATGAAGAAG 
TTTGT^AAGGCACACGCTCTTGGAATATCTTCTCGGGGAGGGGAACCTGAGCCGGCCGGCCGTG 
CAGCTTCTGGGAGACGTGATGTCCGAGGATGGCTTCTTCTATCTCAGCTTCGCCGAGGCCCTC 
CGGGCCCACAGCTGCCTCAGCGACAGACTCCAGTACAGCCGCATCGTGGGTGGCTGGGACCTG 
CTGCCGCGCGCGCTGCTGAGCTCGCTGTCCGGGCTTGTGCTGTTGAACGCGCCCGTGGTGGCG 
ATGACCCAGGGACCGCACGATGTGCACGTGCAGATCGAGACCTCTCCCCCGGCGCGGAATCTG 
AAGGTGCTGAAGGCCGACGTGGTGCTGCTGACGGCGAGCGGACCGGCGGTGAAGCGCATCACC 
TTCTCGCCGCCGCTGCCCCGCCACATGCAGGAGGCGCTGCGGAGGCTGCACTACGTGCCGGCC 
ACCJIAGGTGTTCCTAAGCTTCCGCAGGCCCTTCTGGCGCGAGGAGCACATTGAAGGCGGCCAC 
TCAAACACCGATCGCCCGTCGCGCATGATTTTCTACCCGCCGCCGCGCGAGGGCGCGCTGCTG 
CTGGCCTCGTACACGTGGTCGGACGCGGCGGCAGCGTTCGCCGGCTTGAGCCGGGAAGAGGCG 
TTGCGCTTGGCGCTCGACGACGTGGCGGCATTGCACGGGCCTGTCGTGCGCCAGCTCTGGGAC 
GGCACCGGCGTCGTCAAGCGTTGGGCGGAGGACCAGCACAGCCAGGGTGGCTTTGTGGTACAG 
CCGCCGGCGCTCTGGCAAACCGAAAAGGATGACTGGACGGTCCCTTATGGCCGCATCTACTTT 
GCCGGCGAGCACACCGCCTACCCGCACGGCTGGGTGGAGACGGCGGTCAAGTCGGCGCTGCGC 
GCCGCCATCAAGATCAACAGCCGGAAGGGGCCTGCATCGGACACGGCCAGCCCCGAGGGGCAC 
GCATCTGACATGGAGGGGCAGGGGCATGTGCATGGGGTGGCCAGCAGCCCCTCGCATGACCTG 
GCAAAGGAAGi\AGGCAGCCACCCTCCAGTCCAAGGCCAGTTATCTCTCCAAAACACGACCCAC 
ACGAGGACCTCGCAT TAAA GTATTTTCGGAAAAAAAAAT^AAAAAAAAAAAAAAAAAAAAAAA 
AAAAAA7\AAAAAAAAAA 
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FIGURE 476 

MAPLALHLLVLVPILLSLVASQDWKAERSQDPFEKCMQDPDYEQLLKVVTWGLNRTLKPQRVI 
VVGAGVAGLVAAKVLSDAGHKVTILEADNRIGGRIFTYRDQNTGWIGELGAMRMPSSHRILHK 
LCQGLGLNLTKFTQYDKNTWTEVHEVKLRNYVVEKVPEKLGYALRPQEKGHSPEDIYQMALNQ 
ALKDLKALGCRKAMKKFERHTLLEYLLGEGNLSRPAVQLLGDVMSEDGFFYLSFAEALRAHSC 
LSDRLQYSRIVGGWDLLPRALLSSLSGLVLLNAPWAMTQGPHDVHVQIETSPPARNLKVLKA 
DWLLTASGPAVKRITFSPPLPRHMQEALRRLHYVPATKVFLSFRRPFWREEHIEGGHSNTDR 
PSRMIFYPPPREGALLLASYTWSDAAAAFAGLSREEALRLALDDVAALHGPVVRQLWDGTGVV 
KRWAEDQHSQGGFWQPPALWQTEKDDWTVPYGRIYFAGEHTAYPHGWVETAVKSALRAAIKI 
NSRKGPASDTASPEGHASDMEGQGHVHGVASSPSHDLAKEEGSHPPVQGQLSLQNTTHTRTSH 

vlnipor^an-b features: 
Signal pepi:±de: 

amino acids 1-21 
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FIGURE 477 

CTGACATGGCCTGACTCGGGACAGCTCAGAGCAGGGCAGAACTGGGGACACTCTGGGCCGGCCTTCTGCCTGCAT 
GGACGCTCTGAAGCCACCCTGTCTCTGGAGGAACCACGAGCGAGGGAAGAAGGACAGGGACTCGTGTGGCAGGAA 
GAACTCAGAGCCGGGAAGCCCCCATTCACTAGAAGCACTGAGAGATGCGGCCCCCTCGCAGGGTCTGAATTTCCT 
GCTGCTGTTCACAAAGATGCTTTTTATCTTTAACTTTTTGTTTTCCCCACTTCCGACCCCGGCGTTGATCTGCAT 
CCTGACATTTGGAGCTGCCATCTTCTTGTGGCTGATCACCAGACCTCAACCCGTCTTACCTCTTCTTGACCTGAA 
CTU^TCAGTCTGTGGGAATTGAGGGAGGAGCACGGAAGGGGGTTTCCCAGAAGAACAATGACCTAACAAGTTGCTG 
CTTCTCAGATGCCAAGACTATGTATGAGGTTTTCCAAAGAGGACTCGCTGTGTCTGACAATGGGCCCTGCTTGGG 
ATATAGAAAACCAAACCAGCCCTACAGATGGCTATCTTACAAACAGGTGTCTGATAGAGCAGAGTACCTGGGTTC 
CTGTCTCTTGCATAAAGGTTATAAATCATCACCAGACCAGTTTGTCGGCATCTTTGCTCAGAATAGGCCAGAGTG 
GATCATCTCCGAATTGGCTTGTTACACGTACTCTATGGTAGCTGTACCTCTGTATGACACCTTGGGACCAGAAGC 
CATCGTACATATTGTCAACAAGGCTGATATCGCCATGGTGATCTGTGACACACCCCAAAAGGCATTGGTGCTGAT 
AGGGAATGTAGAGAAAGGCTTCACCCCGAGCCTGAAGGTGATCATCCTTATGGACCCCTTTGATGATGACCTGAA 
GCAAAGAGGGGAGAAGAGTGGAATTGAGATCTTATCCCTATATGATGCTGAGAACCTAGGCAAAGAGCACTTCAG 
AAAACCTGTGCCTCCTAGCCCAGAAGACCTGAGCGTCATCTGCTTCACCAGTGGGACCACAGGTGACCCCAAAGG 
AGCCATGATAACCCATCAAAATATTGTTTCAAATGCTGCTGCCTTTCTCAAATGTGTGGAGCATGCTTATGAGCC 
CACTCCTGATGATGTGGCCATATCCTACCTCCCTCTGGCTCATATGTTTGAGAGGATTGTACAGGCTGTTGTGTA 
CAGCTGTGGAGCCAGAGTTGGATTCTTCCAAGGGGATATTCGGTTGCTGGCTGACGACATGAAGACTTTGAAGCC 
CACATTGTTTCCCGCGGTGCCTCGACTCCTTAACAGGATCTACGATAAGGTACAAAATGAGGCCAAGACACCCTT 
GAAGAAGTTCTTGTTGAAGCTGGCTGTTTCCAGTAAATTCAAAGAGCTTCAAAAGGGTATCATCAGGCATGATAG 
TTTCTGGGACAAGCTCATCTTTGCAAAGATCCAGGACAGCCTGGGCGGAAGGGTTCGTGTAATTGTCACTGGAGC 
TGCCCCCATGTCCACTTCAGTCATGACATTCTTCCGGGCAGCAATGGGATGTCAGGTGTATGAAGCTTATGGTCA 
AACAGAATGCACAGGTGGCTGTACATTTACATTACCTGGGGACTGGACATCAGGTCACGTTGGGGTGCCCCTGGC 
TTGCAATTACGTGAAGCTGGAAGATGTGGCTGACATGAACTACTTTACAGTGAATAATGAAGGAGAGGTCTGCAT 
CAAGGGTACAAACGTGTTCAAAGGATACCTGAAGGACCCTGAGAAGACACAGGAAGCCCTGGACAGTGATGGCTG 
GCTTCACACAGGAGACATTGGTCGCTGGCTCCCG7VATGGAACTCTGAAGATCATCGACCGTAAAAAGAACATTTT 
CAAGCTGGCCCAAGGAGAATACATTGCACCAGAGAAGATAGAAAATATCTACAACAGGAGTCAACCAGTGTTACA 
AATTTTTGTACACGGGGAGAGCTTACGGTCATCCTTAGTAGGAGTGGTGGTTCCTGACACAGATGTACTTCCCTC 
ATTTGCAGCCAAGCTTGGGGTGAAGGGCTCCTTTGAGGAACTGTGCCAAAACCAAGTTGTAAGGGAAGCCATTTT 
AGAAGACTTGCAGAAAATTGGGAAAGAAAGTGGCCTTAAAACTTTTGAACAGGTCAAAGCCATTTTTCTTCATCC 
AGAGCCATTTTCCATTGAAAATGGGCTCTTGACACCAACATTGAAAGCAAAGCGAGGAGAGCTTTCCAAATACTT 
TCGGACCCAAATTGACAGCCTGTATGAGCACATCCAGGATTAGGATAAGGTACTTAAGTACCTGCCGGCCCACTG 
TGCACTGCTTGTGAGAAAATGGATTAAAAACTATTCTTACATTTGTTTTGCCTTTCCTCCTATTTTTTTTTAACC 
TGTTAAACTCTAAAGCCATAGCTTTTGTTTTATATTGAGACATATAATGTGTAAACTTAGTTCCCAAAT7\AATCA 
ATCCTGTCTTTCCCATCTTCGATGTTGCTAATATTAAGGCTTCAGGGCTACTTTTATCAACATGCCTGTCTTCAA 
GATCCCAGTTTATGTTCTGTGTCCTTCCTCATGATTTCCAACCTTAATACTATTAGTAACCACAAGTTCAAGGGT 
CAAAGGGACCCTCTGTGCCTTCTTCTTTGTTTTGTGATAAACATAACTTGCCAACAGTCTCTATGCTTATTTACA 
TCTTCTACTGTTCAAACTAAGAGATTTTTAAATTCTGAAAAACTGCTTACAATTCATGTTTTCTAGCCACTCCAC 
AAACCACTAAAATTTTAGTTTTAGCCTATCACTCATGTCAATCATATCTATGAGACAT^TGTCTCCGATGCTCTT 
CTGCGTAAATTAAATTGTGTACTGAAGGGAAAAGTTTGATCATACCAAACATTTCCTAAACTCTCTAGTTAGATA 
TCTGACTTGGGAGTATTAAAAATTGGGTCTATGACATACTGTCCAAAAGGAATGCTGTTCTTAAAGCATTATTTA 
CAGTAGGAACTGGGGAGTAAATCTGTTCCCTACAGTTTGCTGCTGAGCTGGAAGCTGTGGGGGAAGGAGTTGACA 
GGTGGGCCCAGTGAACTTTTCCAGTAAATGAAGCAAGCACTGAATAAAAACCTCCTGAACTGGGAAC7\AAGATCT 
ACAGGCAAGCAAGATGCCCACACAACAGGCTTATTTTCTGTG7U\GGAACCAACTGATCTCCCCCACCCTTGGATT 
AGAGTTCCTGCTCTACCTTACCCACAGATAACACATGTTGTTTCTACTTGTAAATGTAAAGTCTTTAAAATAAAC 
TATTACAGATAAAAAA 
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FIGURE 478 

MDALKPPCLWRNHERGKKDRDSCGRKNSEPGSPHSLEALRDAAPSQGLNFLLLFTKMLFIFNF 
LFSPLPTPALICILTFGAAIFLWLITRPQPVLPLLDLNNQSVGIEGGARKGVSQKNNDLTSCC 
FSDAKTMYEVFQRGLAVSDNGPCLGYRKPNQPYRWLSYKQVSDRAEYLGSCLLHKGYKSSPDQ 
FVGIFAQNRPEWIISELACYTYSMVAVPLYDTLGPEAIVHIVNKADIAMVICDTPQKALVLIG 
NVEKGFTPSLKVIILMDPFDDDLKQRGEKSGIEILSLYDAENLGKEHFRKPVPPSPEDLSVIC 
FTSGTTGDPKGAMITHQNIVSNAAAFLKCVEHAYEPTPDDVAISYLPLAHMFERIVQAWYSC 
GARVGFFQGDIRLLADDMKTLKPTLFPAVP.RJ.LNRIYDKVQNEAKTPLKKFLLKLAVSSKFKE 
LQKGIIRHDSFWDKLIFAKIQDSLGGRVRVIVTGAAPMSTSVMTFFRAAMGCQVYEAYGQTEC 
TGGCTFTLPGDWTSGHVGVPLACNYVKLEDVADMNYFTVNNEGEVCIKGTNVFKGYLKDPEKT 
QEALDSDGWLHTGDIGRWLPNGTLKIIDRKKNIFKLAQGEYIAPEKIENIYNRSQPVLQIFVH 
GESLRSSLVGWVPDTDVLPSFAAKLGVKGSFEELCQNQVVREAILEDLQKIGKESGLKTFEQ 
VKAI FLH PE P FS I ENGLLT PTLKAKRGELSKY FRTQI DSL YEH I Q D 

Impor'ban't fea'bures: 

Type II 'bransmemibrane domain: 

amino acids 61-80 

Put:at±ve AMP-bindlng domain slgna'bure. 

cunino acids 314-325 

N-glycosyla'txon site. 

amino acids 102-105, 588-591 and 619-622 
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FIGURE 479 

GGAGGCGGAGGCCGCGGCGAGCCGGGCCGAGCAGTGAGGGCCCTAGCGGGGCCCGAGCGGGGC 
CCGGGGCCCCTAAGCCATTCCTGAAGTCATGGGCTGGCCAGGACATTGGTGACCCGCCAATCC 
GGT ATG GACGACTGGAAGCCCAGCCCCCTCATCAAGCCCTTTGGGGCTCGGAAGAAGCGGAGC 
TGGTACCTTACCTGGAAGTATAAACTGACAAACCAGCGGGCCCTGCGGAGATTCTGTCAGACA 
GGGGCCGTGCTTTTCCTGCTGGTGACTGTCATTGTCAATATCAAGTTGATCCTGGACACTCGG 
CGAGCCATCAGTGAAGCCAATGAAGACCCAGAGCCAGAGCAAGACTATGATGAGGCCCTAGGC 
CGCCTGGAGCCCCCACGGCGCAGAGGCAGTGGTCCCCGGCGGGTCCTGGACGTAGAGGTGTAT 
TCAAGTCGCAGCAAAGTATATGTGGCAGTGGATGGCACCACGGTGCTGGAGGATGAGGCCCGG 
GAGCAGGGCCGGGGCATCCATGTCATTGTCCTCAACCAGGCCACGGGCCACGTGATGGCAAAA 
CGTGTGTTTGACACGTACTCACCTCATGAGGATGAGGCCATGGTGCTATTCCTCAACATGGTA 
GCGCCCGGCCGAGTGCTCATCTGCACTGTCAAGGATGAGGGCTCCTTCCACCTCAAGGACACA 
GCCAAGGCTCTGCTGAGGAGCCTGGGCAGCCAGGCTGGCCCTGCCCTGGGCTGGAGGGACACA 
TGGGCCTTCGTGGGACGAAAAGGAGGTCCTGTCTTCGGGGAGAAACATTCTAAGTCACCTGCC 
CTCTCTTCCTGGGGGGACCCAGTCCTGCTGAAGACAGATGTGCCATTGAGCTCAGCAGAAGAG 
GCAGAGTGCCACTGGGCAGACACAGAGCTGAACCGTCGCCGCCGGCGCTTCTGCAGCAAAGTT 
GAGGGCTATGGAAGTGTATGCAGCTGCAAGGACCCCACACCCATCGAGTTCAGCCCTGACCCA 
CTCCCAGACAACAAGGTCCTCAATGTGCCTGTGGCTGTCATTGCAGGGAACCGACCCAATTAC 
CTGTACAGGATGCTGCGCTCTCTGCTTTCAGCCCAGGGGGTGTCTCCTCAGATGATAACAGTT 
TTCATTGACGGCTACTATGAGGAACCCATGGATGTGGTGGCACTGTTTGGTCTGAGGGGCATC 
CAGCATACTCCCATCAGCATCAAGAATGCCCGCGTGTCTCAGCACTACAAGGCCAGCCTCACT 
GCCACTTTCAACCTGTTTCCGGAGGCCT^GTTTGCTGTGGTTCTGGAAGAGGACCTGGACATT 
GCTGTGGATTTTTTCAGTTTCCTGAGCCAATCCATCCACCTACTGGAGGAGGATGACAGCCTG 
TACTGCATCTCTGCCTGGAATGACCAGGGGTATGAACACACGGCTGAGGACCCAGCACTACTG 
TACCGTGTGGAGACCATGCCTGGGCTGGGCTGGGTGCTCAGGAGGTCCTTGTACAAGGAGGAG 
CTTGAGCCCAAGTGGCCTACACCGGAAAAGCTCTGGGATTGGGACATGTGGATGCGGATGCCT 
GAACAACGCCGGGGCCGAGAGTGCATCATCCCTGACGTTTCCCGATCCTACCACTTTGGCATC 
GTCGGCCTCAACATGAATGGCTACTTTCACGAGGCCTACTTCAAGAAGCACAAGTTCAACACG 
GTTCCAGGTGTCCAGCTCAGGAATGTGGACAGTCTGAAGAAAGAAGCTTATGAAGTGGAAGTT 
CACAGGCTGCTCAGTGAGGCTGAGGTTCTGGACCACAGCAAGAACCCTTGTGAAGACTCTTTC 
CTGCCAGACACAGAGGGCCACACCTACGTGGCCTTTATTCGAATGGAGAAAGATGATGACTTC 
ACCACCTGGACCCAGCTTGCCAAGTGCCTCCATATCTGGGACCTGGATGTGCGTGGCAACCAT 
CGGGGCCTGTGGAGATTGTTTCGGAAGAAGAACCACTTCCTGGTGGTGGGGGTCCCGGCTTCC 
CCCTACTCAGTGT^GAAGCCACCCTCAGTCACCCCAATTTTCCTGGAGCCACCCCCAAAGGAG 
GAGGGAGCCCCAGGAGCCCCAGAACAGACATGAGACCTCCTCCAGGACCCTGCGGGGCTGGGT 
ACTGTGTACCCCCAGGCTGGCTAGCCCTTCCCTCCATCCTGTAGGATTTTGTAGATGCTGGTA 
GGGGCTGGGGCTACCTTGTTTTTAACATGAGACTTAATTACTAACTCCAAGGGGAGGGTTCCC 
CTGCTCCAACACCCCGTTCCTGAGTTAAAAGTCTATTTATTTACTTCCTTGTTGGAGAAGGGC 
AGGAGAGTACCTGGGAATCATTACGATCCCTAGCAGCTCATCCTGCCCTTTGAATACCCTCAC 
TTTCCAGGCCTGGCTCAGAATCTAACCTATTTATTGACTGTCCTGAGGGCCTTGAAAACAGGC 
CGAACCTGGAGGGCCTGGATTTCTTTTTGGGCTGGAATGCTGCCCTGAGGGTGGGGCTGGCTC 
TTACTCAGGAAACTGCTGTGCCCAACCCATGGACAGGCCCAGCTGGGGCCCACATGCTGACAC 
AGACTCACTCAGAGACCCTTAGACACTGGACCAGGCCTCCTCTCAGCCTTCTCTTTGTCCAGA 
TTTCCAAAGCTGGATAAGTTGGTCATTGATTAAAAAAGGAGAAGCCCTCTGGGAAAAAAAAAA 
AAAAAAAAAAAAAAAA 
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FIGURE 480 

MDDWKPSPLIKPFGARKKRSWYLTWKYKLTNQRALRRFCQTGAVLFLLVTVIVNIKLILDTRR 
AISEANEDPEPEQDYDEALGRLEPPRRRGSGPRRVLDVEVYSSRSKVYVAVDGTTVLEDEARE 
QGRGIHVIYLNQATGHVMAKRVFDTYSPHEDEAMVLFLNMVAPGRVLICTVKDEGSFHLKDTA 
KALLRSLGSQAGPALGWRDTWAFVGRKGGPVFGEKHSKSPALSSWGDPVLLKTDVPLSSAEEA 
ECHWADTELNRRRRRFCSKVEGYGSVCSCKDPTPIEFSPDPLPDNKVLNVPVAVIAGNRPNYL 
YRMLRSLLSAQGVSPQMITVFIDGYYEEPMDVVALFGLRGIQHTPISIKNARVSQHYKASLTA 
TFNLFPEAKFAWLEEDLDIAVDFFSFLSQSIHLLEEDDSLYCISAWNDQGYEHTAEDPALLY 
RVETMPGLGWVLRRSLYKEELEPKWPTPEKLWDWDMWMRMPEQRRGRECIIPDVSRSYHFGIV 
GLNMNGYFHEAYFKKHKFNTVPGVQLRNVDSLKKEAYEVEVHRLLSEAEVLDHSKNPCEDSFL 
PDTEGHTYVAFIRMEKDDDFTTWTQLAKCLHIWDLDVRGNHRGLWRLFRKKNHFLVVGVPASP 
YSVKKPPSVTPIFLEPPPKEEGAPGAPEQT 

Imporbcui'b features : 
Transmembrane domain: 

amino acids 38-55 

Homologous region i:o Mouse GNTl 

amino acids 229-660 
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FIGURE 481 

GAAAGAATGTTGTGGCTGCTCTTTTTTCTGGTGACTGCCATTCATGCTGAACTCTGTCAACCA 
GGTGCAGAAAATGCTTTTAAAGTGAGACTTAGTATCAGAACAGCTCTGGGAGATAAAGCATAT 
GCCTGGGATACCAATGAAGAATACCTCTTCAAAGCGATGGTAGCTTTCTCCATGAGAAAAGTT 
CCCAACAGAGAAGCAACAGAAATTTCCCATGTCCTACTTTGCAATGTAACCCAGAGGGTATCA 
TTCTGGTTTGTGGTTACAGACCCTTCAAAAAATCACACCCTTCCTGCTGTTGAGGTGCAATCA 
GCCATAAGAATGAACAAGAACCGGATCAACAATGCCTTCTTTCTAAATGACCAAACTCTGGAA 
TTTTTAAAAATCCCTTCCACACTTGCACCACCCATGGACCCATCTGTGCCCATCTGGATTATT 
ATATTTGGTGTGATATTTTGCATCATCATAGTTGCAATTGCACTACTGATTTTATCAGGGATC 
TGGCAACGTAGAAGAAAGTVACAAAGAACCATCTGAAGTGGATGACGCTGAAGATAAGTGTGAA 
AACATGATCACAATTGAAAAT.GGCATCCCCTCTGATCCCCTGGACATGAAGGGGGGCATATTA 
ATGATGCCTTC ATGA CAGAGGATGAGAGGCTCACCCCTCTCTGAAGGGCTGTTGTTCTGCTTC 
CTCAAGAAATTAAACATTTGTTTCTGTGTGACTGCTGAGCATCCTGA/^TACCAAGAGCAGAT 
CATATATTTTGTTTCACCATTCTTCTTTTGTAATAAATTTTGAATGTGCTTGAAAGTGA7VAAG 
CAATCAATTATACCCACCAACACCACTGAAATCATAAGCTATTCACGACTCAAAATATTCTAA 
AATATTTTTCTGACAGTATAGTGTATAAATGTGGTCATGTGGTATTTGTAGTTATTGATT.TAA 
GCATTTTTAGAAATAAGATCAGGCATATGTATATATTTTCACACTTCAAAGACCTAAGGAAAA 
ATAAATTTTCCAGTGGAGAATACATATAATATGGTGTAGAAATCATTGAAAATGGATCCTTTT 
TGACGATCACTTATATCACTCTGTATATGACTAAGTAAACAAAAGTGAGAAGTAATTATTGTA 
AATGGATGGATAAAAATGGAATTACTCATATACAGGGTGGAATTTTATCCTGTTATCACACCA 
ACAGTTGATTATATATTTTCTGAATATCAGCCCCTAATAGGACAATTCTATTTGTTGACCATT 
TCTACAATTTGTAAAAGTCCAATCTGTGCTAACTTAATAT^GTAATAATCATCTCTTTTTAAA 
AAAAAAAAAAAAAAAAAAAT^AAA 
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FIGURE 482 

MLWLLFFLVTA I HAELCQ PGAENAFKVRLS I RTALG DKAYAW DTNEE YL FKAMVAFSMRKVPN 
REATEISHVLLCNVTQRVSFWFVVTDPSKNHTLPAVEVQSAIRMNKNRINNAFFLNDQTLEFL 
KI PSTLAPPMDPSVPI WI 1 1 FGVI FCI 1 1 VAIALLILSGI WQRRRKNKEPSEVDDAEDKCENM 
ITIENGIPSDPLDMKGGILMMPS 
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FIGURE 483 

CGTCTCTGCGTTCGCCATGCGTCCCGGGGCGCCAGGGCCACTCTGGCCTCTGCCCTGGGGGGC 
CCTGGCTTGGGCCGTGGGCTTCGTGAGCTCCATGGGCTCGGGGAACCCCGCGCCCGGTGGTGT 
TTGCTGGCTCCAGCAGGGCCAGGAGGCCACCTGCAGCCTGGTGCTCCAGACTGATGTCACCCG 
GGCCGAGTGCTGTGCCTCCGGCAACATTGACACCGCCTGGTCCAACCTCACCCACCCGGGGAA 
CAAGATCAACCTCCTCGGCTTCTTGGGCCTTGTCCACTGCCTTCCCTGCAAAGATTCGTGCGA 
CGGCGTGGAGTGCGGCCCGGGCAAGGCGTGCCGCATGCTGGGGGGCCGCCCGCGCTGCGAGTG 
CGCGCCCGACTGCTCGGGGCTCCCGGCGCGGCTGCAGGTCTGCGGCTCAGACGGCGCCACCTA 
CCGCGACGAGTGCGAGCTGCGCGCCGCGCGCTGCCGCGGCCACCCGGACCTGAGCGTCATGTA 
CCGGGGCCGCTGCCGCAAGTCCTGTGAGCACGTGGTGTGCCCGCGGCCACAGTCGTGCGTCGT 
GGACCAGACGGGCAGCGCCCACTGCGTGGTGTGTCGAGCGGCGCCCTGCCCTGTGCCCTCCAG 
CCCCGGCCAGGAGCTTTGCGGCAACAACAACGTCACCTACATCTCCTCGTGCCACATGCGCCA 
GGCCACCTGCTTCCTGGGCCGCTCCATCGGCGTGCGCCACGCGGGCAGCTGCGCAGGCACCCC 
TGAGGAGCCGCCAGGTGGTGAGTCTGCAGAAGAGGAAGAGAACTTCGTG TGA GCCTGCAGGAC 
AGGCCTGGGCCTGGTGCCCGAGGCCCCCCATCATCCCCTGTTATTTATTGCCACAGCAGAGTC 
TAATTTATATGCCACGGACACTCCTTAGAGCCCGGATTCGGACCACTTGGGGATCCCAGAACC 
TCCCTGACGATATCCTGGAAGGACTGAGGAAGGGAGGCCTGGGGGCCGGCTGGTGGGTGGGAT 
AGACCTGCGTTCCGGACACTGAGCGCCTGATTTAGGGCCCTTCTCTAGGATGCCCCAGCCCCT 
ACCCTAAGACCTATTGCCGGGGAGGATTCCACACTTCCGCTCCTTTGGGGATAAACCTATTAA 
TTATTGCTACTATCAAGAGGGCTGGGCATTCTCTGCTGGTAATTCCTGAAGAGGCATGACTGC 
TTTTCTCAGCCCCAAGCCTCTAGTCTGGGTGTGTACGGAGGGTCTAGCCTGGGTGTGTACGGA 
GGGTCTAGCCTGGGTGAGTACGGAGGGTCTAGCCTGGGTGAGTACGGAGGGTCTAGCCTGGGT 
GAGTACGGAGGGTCTAGCCTGGGTGTGTATGGAGGATCTAGCCTGGGTGAGTATGGAGGGTCT 
AGCCTGGGTGAGTATGGAGGGTCTAGCCTGGGTGTGTATGGAGGGTCTAGCCTGGGTGAGTAT 
GGAGGGTCTAGCCTGGGTGTGTATGGAGGGTCTAGCCTGGGTGAGTATGGAGGGTCTAGCCTG 
GGTGTGTACGGAGGGTCTAGTCTGAGTGCGTGTGGGGACCTCAGAACACTGTGACCTTAGCCC 
AGCAAGCCAGGCCCTTCATGAAGGCCAAGAAGGCTGCCACCATTCCCTGCCAGCCCT^GAACT 
CCAGCTTCCCCACTGCCTCTGTGTGCCCCTTTGCGTCCTGTGAAGGCCATTGAGAAATGCCCA 
GTGTGCCCCCTGGGAAAGGGCACGGCCTGTGCTCCTGACACGGGCTGTGCTTGGCCACAGAAC 
CACCCAGCGTCTCCCCTGCTGCTGTCCACGTCAGTTCATGAGGCAACGTCGCGTGGTCTCAGA 
CGTGGAGCAGCCAGCGGCAGCTCAGAGCAGGGCACTGTGTCCGGCGGAGCCAAGTCCACTCTG 
GGGGAGCTCTGGCGGGGACCACGGGCCACTGCTCACCCACTGGCCCCGAGGGGGGTGTAGACG 
CCAAGACTCACGCATGTGTGACATCCGGAGTCCTGGAGCCGGGTGTCCCAGTGGCACCACTAG 
GTGCCTGCTGCCTCCACAGTGGGGTTCACACCCAGGGCTCCTTGGTCCCCCACAACCTGCCCC 
GGCCAGGCCTGCAGACCCAGACTCCAGCCAGACCTGCCTCACCCACCAATGCAGCCGGGGCTG 
GCGACACCAGCCAGGTGCTGGTCTTGGGCCAGTTCTCCCACGACGGCTCACCCTCCCCTCCAT 
CTGCGTTGATGCTCAGAATCGCCTACCTGTGCCTGCGTGTAAACCACAGCCTCAGACCAGCTA 
TGGGGAGAGGACAACACGGAGGATATCCAGCTTCCCCGGTCTGGGGTGAGGAATGTGGGGAGC 
TTGGGCATCCTCCTCCAGCCTCCTCCAGCCCCCAGGCAGTGCCTTACCTGTGGTGCCCAGAAA 
AGTGCCCCTAGGTTGGTGGGTCTACAGGAGCCTCAGCCAGGCAGCCCACCCCACCCTGGGGCC 
CTGCCTCACCAAGGAAATAAAGACTCAAGCCATAAAAAAAA 
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FIGURE 484 

MRPGAPGPLWPLPWGALAWAVGFVSSMGSGNPAPGGVCWLQQGQEATCSLVLQTDVTRAECCA 
SGNIDTAWSNLTHPGNKINLLGFLGLVHCLPCKDSCDGVECGPGKACRMLGGRPRCECAPDCS 
GLPARLQVCGSDGATYRDECELRAARCRGHPDLSVMYRGRCRKSCEHVVCPRPQSCWDQTGS 
AHCVVCRAAPCPVPSSPGQELCGNNNVTYISSCHMRQATCFLGRSIGVRHAGSCAGTPEEPPG 
GESAEEEENFV 

Xsnpor^nl: feat:ures: 
Signal peptide: 

amino acids 1-20 

N-glycosyla-bion s±t:es. 

amino acids 73-77, 215-219 

Osteonectin domain proteins. 

amino acids 97-130, 169-202 
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FIGURE 485 

GCTCGAGGCCGGCGGCGGCGGGAGAGCGACCCGGGCGGCCTCGTAGCGGGGCCCCGGATCCCC 
GAGTGGCGGCCGGAGCCTCGAAAAGAGATTCTCAGCGCTGATTTTGAG&TGATGGGCTTGGGA 
AACGGGCGTCGCAGCATGAAGTCGCCGCCCCTCGTGCTGGCCGCCCTGGTGGCCTGCATCATC 
GTCTTGGGCTTCAACTACTGGATTGCGAGCTCCCGGAGCGTGGACCTCCAGACACGGATCATG 
GAGCTGGAAGGCAGGGTCCGCAGGGCGGCTGCAGAGAGAGGCGCCGTGGAGCTGAAGAAGAAC 
GAGTTCCAGGGAGAGCTGGAGAAGCAGCGGGAGCAGCTTGACAAAATCCAGTCCAGCCACAAC 
TTCCAGCTGGAGAGCGTCAACAAGCTGTACCAGGACGAAAAGGCGGTTTTGGTGAATAACATC 
ACCACAGGTGAGAGGCTCATCCGAGTGCTGCAAGACCAGTTAAAGACCCTGCAGAGGAATTAC 
GGCAGGCTGCAGCAGGATGTCCTCCAGTTTCAGAAGAACCAGACCAACCTGGAGAGGAAGTTC 
TCCTACGACCTGAGCCAGTGCATCAATCAGATGAAGGAGGTGAAGGAACAGTGTGAGGAGCGA 
ATAGAAGAGGTCACCAAAAAGGGGAATGAAGCTGTAGCTTCCAGAGACCTGAGTGAAAACAAC 
GACCAGAGACAGCAGCTCCAAGCCCTCAGTGAGCCTCAGCCCAGGCTGCAGGCAGCAGGCCTG 
CCACACACAGAGGTGCCACAAGGGAAGGGAAACGTGCTTGGTAACAGCAAGTCCCAGACACCA 
GCCCCCAGTTCCGAAGTGGTTTTGGATTCAAAGAGACAAGTTGAGAAAGAGGATIACCAATGAG 
ATCCAGGTGGTGAATGAGGAGCCTCAGAGGGACAGGCTGCCGCAGGAGCCAGGCCGGGAGCAG 
GTGGTGGAAGACAGACCTGTAGGTGG7^GAGGCTTCGGGGGAGCCGGAGi\ACTGGGCCAGACC 
CCACAGGTGCAGGCTGCCCTGTCAGTGAGCCAGGAAi\ATCCAGAGATGGAGGGCCCTGAGCGA 
GACCAGCTTGTCATCCCCGACGGACAGGAGGAGGAGCAGGAAGCTGCCGGGGAAGGGAGAT^C 
CAGCAGAAACTGAGAGGAGAAGATGACTACAACATGGATGTU^AATGAAGCAGAATCTGAGACA 
GACAAGC7\AGCAGCCCTGGCAGGGAATGACAGAAACATAGATGTTTTTAATGTTGAAGATCAG 
AAAAGAGACACCATAAATTTACTTGATCAGCGTGAAAAGCGGAATCATACACTCTGAATTGAA 
CTGGAATCACATATTTCACAACAGGGCCGAAGAGATGACTATAAAATGTTCATGAGGGACTGA 
ATACTGATVAACTGTGT^AATGTACTAAATAAAATGTACATCTGA 



BNSOOCID: <WO ^014048eA2J_> 



wo 01/40466 



PCT/USOO/32678 



486/550 

FIGURE 486 

MMGLGNGRRSMKSPPLVLAALVACIIVLGFNYWIASSRSVDLQTRIMELEGRVRRAAAERGAV 
ELKKNEFQGELEKQREQLDKIQSSHNFQLESVNKLYQDEKAVLVNNITTGERLIRVLQDQLKT 
LQRNYGRLQQDVLQFQKNQTNLERKFSYDLSQCINQMKEVKEQCEERIEEVTKKGNEAVASRD 
LSENNDQRQQLQALSEPQPRLQAAGLPHTEVPQGKGNVLGNSKSQTPAPSSEVVLDSKRQVEK 
EETNEIQVVNEEPQRDRLPQEPGREQWEDRPVGGRGFGGAGELGQTPQVQAALSVSQENPEM 
EGPERDQLVIPDGQEEEQEAAGEGRNQQKLRGEDDYNMDENEAESETDKQAALAGNDRNIDVF 
NVEDQKRDTINLLDQREKRNHTL 

In^or'tant: features : 
Signal peptide: 

amino acids 1-29 
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FIGURE 487 

AACTCAAACTCCTCTCTCTGGGAAAACGCGGTGCTTGCTCCTCCCGGAGTGGCCTTGGCAGGG 
TGTTGGAGCCCTCGGTCTGCCCCGTCCGGTCTCTGGGGCCAAGGCTGGGTTTCCCTCATGTAT 
GGCAAGAGCTCTACTCGTGCGGTGCTTCTTCTCCTTGGCATACAGCTCACAGCTCTTTGGCCT 
ATAGCAGCTGTGGAAATTTATACCTCCCGGGTGCTGGAGGCTGTTAATGGGACAGATGCTCGG 
TTAAAATGCACTTTCTCCAGCTTTGCCCCTGTGGGTGATGCTCTAACAGTGACCTGGAATTTT 
CGTCCTCTAGACGGGGGACCTGAGCAGTTTGTATTCTACTACCACATAGATCCCTTCCAACCC 
ATGAGTGGGCGGTTTAAGGACCGGGTGTCTTGGGATGGGAATCCTGAGCGGTACGATGCCTCC 
ATCCTTCTCTGGAAACTGCAGTTCGACGACTVATGGGACATACACCTGCCAGGTGAAGAACCCA 
CCTGATGTTGATGGGGTGATAGGGGAGATCCGGCTCAGCGTCGTGCACACTGTACGCTTCTCT 
GAGATCCACTTCCTGGCTCTGGCCATTGGCTCTGCCTGTGCACTGATGATCATAATAGTAATT 
GTAGTGGTCCTCTTCCAGCATTACCGGAAAAAGCGATGGGCCGAAAGAGCTCATAAAGTGGTG 
GAGATAAAATCT^AAAGAAGAGGAAAGGCTCAACCAAGAGAAAAAGGTCTCTGTTTATTTAGAA 
GACACAGACTAACAATTTTAGATGGAAGCTGAGATGATTTCCAAG7\ACAAGAACCCTAGTATT 
TCTTGAAGTTAATGGAAACTTTTCTTTGGCTTTTCCAGTTGTGACCCGTTTTCCAACCAGTTC 
TGCAGCATATTAGATTCTAGACAAGCAACACCCCTCTGGAGCCAGCACAGTGCTCCTCCATAT 
CACCAGTCATACACAGCCTCATTATTAAGGTCTTATTTAATTTCAGAGTGTAAATTTTTTCAA 
GTGCTCATTAGGTTTTATAAACAAGAAGCTACATTTTTGCCCTTAAGACACTACTTACAGTGT 
TATGACTTGTATACACATATATTGGTATCAAAGGGGATAAAAGCCT^TTTGTCTGTTACATTT 
CCTTTCACGTATTTCTTTTAGCAGCACTTCTGCTACTAAAGTTAATGTGTTTACTCTCTTTCC 
TTCCCACATTCTCAATTAAAAGGTGAGCTAAGCCTCCTCGGTGTTTCTGATTAACAGTAAATC 
CTAAATTCAAACTGTTAT^TGACATTTTTATTTTTATGTCTCTCCTTAACTATGAGACACATC 
TTGTTTTACTGAATTTCTTTCAATATTCCAGGTGATAGATTTTTGTCG 



BNSDOCID: <WO_ ^014046aA2J_> 



wo 01/40466 



PCT/USOO/32678 



488/550 

FIGURE 488 

MYGKSSTRAVLLLLGIQLTALWPIAAVEIYTSRVLEAVNGTDARLKCTFSSFAPVGDALTVTW 
NFRPLDGGPEQFVFYYHIDPFQPMSGRFKDRVSWDGNPERYDASILLWKLQFDDNGTYTCQVK 
NPPDVDGVIGEIRLSWHTVRFSEIHFLALAIGSACALMIIIVIVVVLFQHYRKKRWAERAHK 
VVEIKSKEEERLNQEKKVSVYLEDTD 
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FIGURE 489 

AAGCAACCAAACTGCAAGCTTTGGGAGTTGTTCGCTGTCCCTGCCCTGCTCTGCTAGGGAGAG 
AACGCCAGAGGGAGGCGGCTGGCCCGGCGGCAGGCTCTCAGAACCGCTACCGGCGA3CGCTACT 
GCTGTGGGTGTCGGTGGTCGCAGCCTTGGCGCTGGCGGTACTGGCCCCCGGAGCAGGGGAGCA 
GAGGCGGAGAGCAGCCAAAGCGCCCAATGTGGTGCTGGTCGTGAGCGACTCCTTCGATGGAAG 
GTTAACATTTCATCCAGGAAGTCAGGTAGTGAAACTTCCTTTTATCAACTTTATGAAGACACG 
TGGGACTTCCTTTCTGAATGCCTACACAAACTCTCCAATTTGTTGCCCATCACGCGCAGCAAT 
GTGGAGTGGCCTCTTCACTCACTTAACAGAATCTTGGAATAATTTTAAGGGTCTAGATCCAAA 
TTATACAACATGGATGGATGTCATGGAGAGGCATGGCTACCGAACACAGAAATTTGGGAAACT 
GGACTATACTTCAGGACATCACTCCATTAGTAATCGTGTGGAAGCGTGGACAAGAGATGTTGC. 
TTTCTTACTCAGACAAGAAGGCAGGCCCATGGTTAATCTTATCCGTAACAGGACTAAAGTCAG 
AGTGATGGAAAGGGATTGGCAGAATACAGACAAAGCAGTAAACTGGTTAAGAAAGGAAGCAAT 
TAATTACACTGAACCATTTGTTATTTACTTGGGATTAAATTTACCACACCCTTACCCTTCACC 
ATCTTCTGGAGAAT^TTTTGGATCTTCAACATTTCACACATCTCTTTATTGGCTTGAAAAAGT 
GTCTCATGATGCCATCAAAATCCCAAAGTGGTCACCTTTGTCAGAAATGCACCCTGTAGATTA 
TTACTCTTCTTATACAAA7U\ACTGCACTGGAAGATTTACAAAAAAAGAAATT7VAGAATATTAG 
AGCATTTTATTATGCTATGTGTGCTGAGACAGATGCCATGCTTGGTGAAATTATTTTGGCCCT 
TCATCAATTAGATCTTCTTCAGAAAACTATTGTCATATACTCCTCAGACCATGGAGAGCTGGC 
CATGGAACATCGACAGTTTTATAAAATGAGCATGTACGAGGCTAGTGCACATGTTCCGCTTTT 
GATGATGGGACCAGGAATTAAAGCCGGCCTACAAGTATCAAATGTGGTTTCTCTTGTGGATAT 
TTACCCTACCATGCTTGATATTGCTGGAATTCCTCTGCCTCAGAACCTGAGTGGATACTCTTT 
GTTGCCGTTATCATCAGAAACATTTAAGAATGAACATAAAGTCAAAAACCTGCATCCACCCTG 
GATTCTGAGTGAATTCCATGGATGTAATGTGAATGCCTCCACCTACATGCTTCGAACTAACCA 
CTGGAAATATATAGCCTATTCGGATGGTGCATCAATATTGCCTCAACTCTTTGATCTTTCCTC 
~^ GGATCCAGATGAATTAACAAATGTTGCTGTAAAATTTCCAGAAATTACTTATTCTTTGGATCA 
GAAGCTTCATTCCATTAT7\AACTACCCTAAAGTTTCTGCTTCTGTCCACCAGTATAATAAAGA 
GCAGTTTATCAAGTGGAAACAAAGTATAGGACAGAATTATTCAAACGTTATAGCAAATCTTAG 
GTGGCACCAAGACTGGCAGAAGGAACCAAGGAAGTATGAAAATGCAATTGATCAGTGGCTTAA 
AACCCATATGAATCCAAGAGCAGTTTGAACAAAAAGTTTAAAAATAGTGTTCTAGAGATACAT 
ATAAATATATTACAAGATCATAATTATGTATTTTAAATGAAACAGTTTTAATAATTACCAAGT 
TTTGGCCGGGCACAGTGGCTCACACCTGTAATCCCAGGACTTTGGGAGGCTGAGGA7y\GCAGA 
TCAC7\AGGTCAAGAGATTGAGACCATCCTGGCCAACATGGTGA7\ACCCTGTCTCTACTAAA7^ 
TACAAAAATTAGCTGGGCGCGGTGGTGCACACCTATAGTCTCAGCTACTCAGAGGCTGAGGCA 
GGAGGATCGCTTGAACCCGGGAGGCAGCAGTTGCAGTGAGCTGAGATTGCGCCACTGTACTCC 
AGCCTGGCAACAGAGTGAGACTGTGTCGCAAAAAAATAAAAATAAAATAATAATAATTACC7\A 
TTTTTCATTATTTTGTAAG7\ATGTAGTGTATTTTAAGATAAAATGCCAATGATTATAAAATCA 
CATATTTTCAAAAATGGTTATTATTTAGGCCTTTGTACAATTTCTAACAATTTAGTGGAAGTA 
TCAAAAGGATTGAAGCAAATACTGTAACAGTTATGTTCCTTTAAATAATAGAGAATATAAAAT 
ATTGTAATAATATGTATCATAAAATAGTTGTATGTGAGCATTTGATGGTGAAAAAAAAAAAAA 
AAAAA7y\AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA7W\A7U\AAA;^^ 
AAAAAAAAAAAAAAAAAAA 
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FIGURE 490 

MLLLWVSVVAALALAVLAPGAGEQRRRAAKAPNVVLVVSDSFDGRLTFHPGSQVVKLPFINFM 
KTRGTSFLNAYTNSPICCPSRAAiyiWSGLFTHLTESWNNFKGLDPNYTTWiyiDVMERHGYRTQKF 
GKLDYTSGHHSISNRVEAWTRDVAFLLRQEGRPMVNLIRNRTKVRVMERDWQNTDKAVNWLRK 
EAINYTEPFVIYLGLNLPHPYPSPSSGENFGSSTFHTSLYWLEKVSHDAIKIPKWSPLSEMHP 
VDYYSSYTKNCTGRFTKKEIKNIRAFYYAMCAETDAMLGEIILALHQLDLLQKTIVIYSSDHG 
EIAMEHRQFYKMSMYEASAHVPLLMMGPGIKAGLQVSNVVSLVDIYPTMLDIAGIPLPQNLSG 
YSLLPLSSETFKNEHKVKNLHPPWILSEFHGCNVNASTYMLRTNHWKYIAYSDGASILPQLFD 
LSSDPDELTNVAVKFPEITYSLDQKLHSIINYPKVSASVHQYNKEQFIKWKQSIGQNYSNVIA 
NLRWHQDWQKEPRKYENAI DQWLKTHMN PRAV 

Import:ant: f ealsures : 
Signal peptide: 

amino acids 1-15 

N-glycosyla1:lon sli:es . 

amino acids 108-111, 166-169, 193-196, 262-265, 375-378, 413-416, 
498-501 

Sul£ai:ases proteins : 

amino acids 286-315, 359-369, 78-97 
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FIGURE 491 

GAGAGAAGTCAGCCTGGCAGAGAGACTCTGAAATGAGGGATTAGAGGTGTTCAAGGAGCAAGA 
GCTTCAGCCTGAAGACAAGGGAGCAGTCCCTGAAGACGCTTCTACTGAGAGGTCTGCCATGGC 
CTCTCTTGGCCTCCAACTTGTGGGCTACATCCTAGGCCTTCTGGGGCTTTTGGGCACACTGGT 
TGCCATGCTGCTCCCCAGCTGGAAAACAAGTTCTTATGTCGGTGCCAGCATTGTGACAGCAGT 
TGGCTTCTCCAAGGGCCTCTGGATGGAATGTGCCACACACAGCACAGGCATCACCCAGTGTGA 
CATCTATAGCACCCTTCTGGGCCTGCCCGCTGACATCCAGGCTGCCCAGGCCATGATGGTGAC 
ATCCAGTGCAATCTCCTCCCTGGCCTGCATTATCTCTGTGGTGGGCATGAGATGCACAGTCTT 
CTGCCAGGAATCCCGAGCCAAAGACAGAGTGGCGGTAGCAGGTGGAGTCTTTTTCATCCTTGG 
AGGCCTCCTGGGATTCATTCCTGTTGCCTGGAATCTTCATGGGATCCTACGGGACTTCTACTC 
ACCACTGGTGCCTGACAGCATGAAATTTGAGATTGGAGAGGCTCTTTACTTGGGCATTATTTC 
TTCCCTGTTCTCCCTGATAGCTGGAATCATCCTCTGCTTTTCCTGCTCATCCCAGAGAAATCG 
CTCC7\ACTACTACGATGCCTACCAAGCCCAACCTCTTGCCACAAGGAGCTCTCCAAGGCCTGG 
TCAACCTCCCAAAGTCAAGAGTGAGTTCAATTCCTACAGCCTGACAGGGTATGTGTGAAGAAC 
CAGGGGCCAGAGCTGGGGGGTGGCTGGGTCTGTGAAAAACAGTGGACAGCACCCCGAGGGCCA 
CAGGTGAGGGACACTACCACTGGATCGTGTCAGAAGGTGCTGCTGAGGATAGACTGACTTTGG 
CCATTGGATTGAGCAAAGGCAGAAATGGGGGCTAGTGTAACAGCATGCAGGTTGAATTGCCAA 
GGATGCTCGCCATGCCAGCCTTTCTGTTTTCCTCACCTTGCTGCTCCCCTGCCCTAAGTCCCC 
AACCCTCAACTTGAAACCCCATTCCCTTAAGCCAGGACTCAGAGGATCCCTTTGCCCTCTGGT 
TTACCTGGGACTCCATCCCCAAACCCACTAATCACATCCCACTGACTGACCCTCTGTGATCAA 
AGACCCTCTCTCTGGCTGAGGTTGGCTCTTAGCTCATTGCTGGGGATGGGAAGGAGAAGCAGT 
GGCTTTTGTGGGCATTGCTCTAACCTACTTCTCAAGCTTCCCTCCAAAGAAACTGATTGGCCC 
TGGAACCTCCATCCCACTCTTGTTATGACTCCACAGTGTCCAGACTAATTTGTGCATGAACTG 
AAATAAAACCATCCTACGGTATCCAGGGAACAGAAAGCAGGATGCAGGATGGGAGGACAGGAA 
GGCAGCCTGGGACATTTAAAAAAATA 
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FIGURE 492 

MASLGLQLVGYILGLLGLLGTLVAMLLPSWKTSSYVGASIVTAVGFSKGLWMECATHSTGITQ 
CDIYSTLLGLPADIQAAQAMMVTSSAISSLACIISVVGMRCTVFCQESRAKDRVAVAGGVFFI 
LGGLLGFIPVAWNLHGILRDFYSPLVPDSMKFEIGEALYLGIISSLFSLIAGIILCFSCSSQR 
NRSNYYDAYQAQPLATRSSPRPGQPPKVKSEFNSYSLTGYV 

Impor-ban^ fea1:ures: 
Signal pept:±de: 

amino acids 1-24 

Transmembrane domains: 

amino acids 82-102, 117-140, 163-182 

N-glycosyla'blon sliie . 

amino acids 190-193 

FMP-22 / EMP / MP20 family proteins. 

amino acids 4 6-59 
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FIGURE 493 

GCACTGCTGCTGTCCCATCAGCTGCTCTGAAGCTCCATGGTGCCCAGAATCTTCGCTCCTGCT 
TATGTGTCAGTCTGTCTCCTCCTCTTGTGTCCAAGGGAAGTCATCGCTCCCGCTGGCTCAGAA 
CCATGGCTGTGCCAGCCGGCACCCAGGTGTGGAGACAAGATCTACAACCCCTTGGAGCAGTGC 
TGTTACAATGACGCCATCGTGTCCCTGAGCGAGACCCGCCAATGTGGTCCCCCCTGCACCTTC 
TGGCCCTGCTTTGAGCTCTGCTGTCTTGATTCCTTTGGCCTCACAAACGATTTTGTTGTGAAG 
CTGAAGGTTCAGGGTGTGAATTCCCAGTGCCACTCATCTCCCATCTCCAGTAAATGTGAAAGC 
AGAAGACGTTTTCCC TGa^ GAAGACATAGAAAGA7y\ATCAACTTTCACTAAGGCATCTCAGAAA 
CATAGGCTAAGGTAATATGTGTACCAGTAGAGAAGCCTGAGGAATTTACAAAATGATGCAGCT 
CCAAGCCATTGTATGGCCCATGTGGGAGACTGATGGGACATGGAGAATGACAGTAGATTATCA 
GGAAATAAATAAAGTGGTTTTTCCAATGTACACACCTGT/SiAAA 
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FIGURE 494 

MVPRIFAPAYVSVCLLLLCPREVIAPAGSEPWLCQPAPRCGDKIYNPLEQCCYNDAIVSLSET 
RQCGPPCTFWPCFELCCLDSFGLTNDFVVKLKVQGVNSQCHSSPISSKCESRRRFP 

Impor'tant fea'bures : 
Signal peptide: 

amino acids 1-2 5 
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FIGURE 495 

CTCCACTGCAACCACCCAGAGCCATGGCTCCCCGAGGCTGCATCGTAGCTGTCTTTGCCATTT 
TCTGCATCTCCAGGCTCCTCTGCTCACACGGAGCCCCAGTGGCCCCCATGACTCCTTACCTGA 
TGCTGTGCCAGCCACACAAGAGATGTGGGGACAAGTTCTACGACCCCCTGCAGCACTGTTGCT 
ATGATGATGCCGTCGTGCCCTTGGCCAGGACCCAGACGTGTGGAAACTGCACCTTCAGAGTCT 
GCTTTGAGCAGTGCTGCCCCTGGACCTTCATGGTGAAGCTGATAAACCAGAACTGCGACTCAG 
CCCGGACCTCGGATGACAGGCTTTGTCGCAGTGTCAGCTAATGGAACATCAGGGGAACGATGA 
CTCCTGGATTCTCCTTCCTGGGTGGGCCTGGAGA7\AGAGGCTGGTGTTACCTGAGATCTGGGA 
TGCTGAGTGGCTGTTTGGGGGCCAGAGAAACACACACTCAACTGCCCACTTCATTCTGTGACC 
TGTCTGAGGCCCACCCTGCAGCTGCCCTGAGGAGGCCCACAGGTCCCCTTCTAGAATTCTGGA 
CAGCATGAGATGCGTGTGCTGATGGGGGCCCAGGGACTCTGAACCCTCCTGATGACCCCTATG 
GCCAACATCAACCCGGCACCACCCCAAGGCTGGCTGGGGAACCCTTCACCCTTCTGTGAGATT 
TTCCATCATCTCAAGTTCTCTTCTATCCAGGAGCAAAGCACAGGATCATAATAAATTTATGTA 
CTTTATAAATGAAAA 
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FIGURE 496 

MAPRGCIVAVFAIFCISRLLCSHGAPVAPMTPYLMLCQPHKRCGDKFYDPLQHCCYDDAVVPL 
ARTQTCGNCTFRVCFEQCCPWTFMVKLINQNCDSARTSDDRLCRSVS 

InEpor-ban^ fea'tures: 
Signal peptide: 

amino acids 1-24 
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FIGURE 497 

TGAAGGACTTTTCCAGGACCCAAGGCCACACACTGGAAGTCTTGCAGCTGAAGGGAGGCACTC 
CTTGGCCTCCGCAGCCGATCACA3CGAAGGTGGTGCCAAGTCTCCTGCTCTCCGTCCTCCTGGC 
ACAGGTGTGGCTGGTACCCGGCTTGGCCCCCAGTCCTCAGTCGCCAGAGACCCCAGCCCCTCA 
GAACCAGACCAGCAGGGTAGTGCAGGCTCCCAGGGAGGAAGAGGAAGATGAGCAGGAGGCCAG 
CGAGGAGAAGGCCGGTGAGGAAGAGAAAGCCTGGCTGATGGCCAGCAGGCAGCAGCTTGCCAA 
GGAGACTTCA7\ACTTCGGATTCAGCCTGCTGCGAAAGATCTCCATGAGGCACGATGGCAACAT 
GGTCTTCTCTCCATTTGGCATGTCCTTGGCCATGACAGGCTTGATGCTGGGGGCCACAGGGCC 
GACTGAAACCCAGATCAAGAGAGGGCTCCACTTGCAGGCCCTGAAGCCCACCAAGCCCGGGCT 
CCTGCCTTCCCTCTTT/y^GGGACTCAGAGAGACCCTCTCCCGCAACCTGGAACTGGGCCTCTC 
ACAGGGGAGTTTTGCCTTCATCCACAAGGATTTTGATGTCAAAGAGACTTTCTTCAATTTATC 
CAAGAGGTATTTTGATACAGAGTGCGTGCCTATGAATTTTCGCAATGCCTCACAGGCCT^AAAG 
GCTCATGAATCATTACATTAACAAAGAGACTCGGGGGAAAATTCCCAAACTGTTTGATGAGAT 
TAATCCTGAAACCAAATTAATTCTTGTGGATTACATCTTGTTCAAAGGGAAATGGTTGACCCC 
ATTTGACCCTGTCTTCACCGAAGTCGACACTTTCCACCTGGACAAGTACAAGACCATTAAGGT 
GCCCATGATGTACGGTGCAGGCAAGTTTGCCTCCACCTTTGACAAGAATTTTCGTTGTCATGT 
CCTCAAACTGCCCTACCAAGGTUU^TGCCACCATGCTGGTGGTCCTCATGGAGAAAATGGGTGA 
CCACCTCGCCCTTGAAGACTACCTGACCACAGACTTGGTGGAGACATGGCTCAGAAACATGAA 
AACCAGAAACATGGAAGTTTTCTTTCCGAAGTTCAAGCTAGATCAGAAGTATGAGATGCATGA 
GCTGCTTAGGCAGATGGGAATCAGAAGAATCTTCTCACCCTTTGCTGACCTTAGTGAACTCTC 
AGCTACTGGAAGAAATCTCCAAGTATCCAGGGTTTTACGAAGAACAGTGATTGAAGTTGATGA 
AAGGGGCACTGAGGCAGTGGCAGGAATCTTGTCAGAAATTACTGCTTATTCCATGCCTCCTGT 
CATCAAAGTGGACCGGCCATTTCATTTCATGATCTATGAAGAAACCTCTGGAATGCTTCTGTT 
TCTGGGCAGGGTGGTGAATCCGACTCTCCTATAATTCAGGACATGCATAAGCACTTCGTGCTG 
TAGTAGATGCTG7U\TCTGAGGTATCAAACACACACAGGATACCAGCAATGGATGGCAGGGGAG 
AGTGTTCCTTTTGTTCTTAACTAGTTTAGGGTGTTCTCAAATAAATACAGTAGTCCCCACTTA 
TCTGAGGGGGATACATTCAAAGACCCCCAGCAGATGCCTGAAACGGTGGACAGTGCTGAACCT 
TATATATATTTTTTCCTACACATACATACCTATGATAAAGTTTAATTTATAAATTAGGCACAG 
TAAGAGATTTy^CAATAAT/VACAACATTAAGTAAAATGAGTTACTTGAACGCAAGCACTGCAAT 
ACCATAACAGTCAAACTGATTATAGAGAAGGCTACTAAGTGACTCATGGGCGAGGAGCATAGA 
CAGTGTGGAGACATTGGGCAAGGGGAGAATTCACATCCTGGGTGGGACAGAGCAGGACGATGC 
AAGATTCCATCCCACTACTCAGAATGGCATGCTGCTTAAGACTTTTAGATTGTTTATTTCTGG 
AATTTTTCATTTAATGTTTTTGGACCATGGTTGACCATGGTTAACTGAGACTGCAGAAAGCAA 
AACCATGGATAAGGGAGGACTACTACAAAAGCATTAAATTGATACATATTTTTTAAAAAAAAA 
AAAAAAAAAA 
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FIGURE 498 

MKVVPSLLLSVLLAQVWLVPGLAPSPQSPETPAPQNQTSRVVQAPREEEEDEQEASEEKAGEE 
EKAWLMASRQQLAKETSNFGFSLLRKISMRHDGNMVFSPFGMSLAiyiTGLMLGATGPTETQIKR 
GLHLQALKPTKPGLLPSLFKGLRETLSRNLELGLSQGSFAFIHKDFDVKETFFNLSKRYFDTE 
CVPMNFRNASQAKRLMNHYINKETRGKIPKLFDEINPETKLILVDYILFKGKWLTPFDPVFTE 
VDTFHLDKYKTIKVPMMYGAGKFASTFDKNFRCHVLKLPYQGNATMLVVLMEKMGDHLALEDY 
LTTDLVETWLRNMKTRNMEVFFPKFKLDQKYEMHELLRQMGIRRIFSPFADLSELSATGRNLQ 
VSRVLRRTVIEVDERGTEAVAGILSEITAYSMPPVIKVDRPFHFMIYEETSGMLLFLGRVVNP 
TLL 
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FIGURE 499 

CTAGCCTGCGCCAAGGGGTAGTGAGACCGCGCGGCAACAGCTTGCGGCTGCGGGGAGCTCCCG 
TGGGCGCTCCGCTGGCTGTGCAGGCGGCCATGGATTCCTTGCGGAAAATGCTGATCTCAGTCG 
CAATGCTGGGCGCAGGGGCTGGCGTGGGCTACGCGCTCCTCGTTATCGTGACCCCGGGAGAGC 
GGCGGAAGCAGGAAATGCTAAAGGAGATGCCACTGCAGGACCCAAGGAGCAGGGAGGAGGCGG 
CCAGGACCCAGCAGCTATTGCTGGCCACTCTGCAGGAGGCAGCGACCACGCAGGAGAACGTGG 
CCTGGAGGAAGAACTGGATGGTTGGCGGCGAAGGCGGCGCCAGCGGGAGGTCACCGTGAGACC 
GGACTTGCCTCCGTGGGCGCCGGACCTTGGCTTGGGCGCAGGAATCCGAGGCAGCCTTTCTCC 
TTCGTGGGCCCAGCGGAGAGTCCGGACCGAGATACCATGCCAGGACTCTCCGGGGTCCTGTGA 
GCTGCCGTCGGGTGAGCACGTTTCCCCCA7\ACCCTGGACTGACTGCTTTAAGGTCCGCAAGGC 
GGGCCAGGGCCGAGACGCGAGTCGGATGTGGTGAACTGAAAGAACCAATAAAATCATGTTCCT 
CCAAAAAAAAAAAAAAAAAAAAAAAAATWy^AAAAAAAAAAAAAAAAAAAAAAAT^^ 
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FIGURE 500 

MDSLRKMLISVAMLGAGAGVGYALLVIVTPGERRKQEMLKEMPLQDPRSREEAARTQQLLLAT 
LQEAATTQEN VAWRKNWMVGGEGGASGRS P 

Ispor-bant £eat:ures : 
Signal peptide: 

amino acids 1-18 
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FIGURE 501 

CAGGAGAGAAGGCACCGCCCCCACCCCGCCTCCAAAGCTAACCCTCGGGCTTGAGGGGAAGAG 

GCTGACTGTACGTTCCTTCTACTCTGGCACCACTCTCCAGGCTGCCATGGGGCCCAGCACCCC 

TCTCCTCATCTTGTTCCTTTTGTCATGGTCGGGACCCCTCCAAGGACAGCAGCACCACCTTGT 

GGAGTACATGGAACGCCGACTAGCTGCTTTAGAGGAACGGCTGGCCCAGTGCCAGGACCAGAG 

TAGTCGGCATGCTGCTGAGCTGCGGGACTTCAAGAACAAGATGCTGCCACTGCTGGAGGTGGC 

AGAGAAGGAGCGGGAGGCACTCAGAACTGAGGCCGACACCATCTCCGGGAGAGTGGATCGTCT 

GGAGCGGGAGGTAGACTATCTGGAGACCCAGAACCCAGCTCTGCCCTGTGTAGAGTTTGATGA 

GAAGGTGACTGGAGGCCCTGGGACCAAAGGCAAGGGAAGAAGGAATGAGAAGTACGATATGGT 

GACAGACTGTGGCTACACAATCTCTCAAGTGAGATCAATGAAGATTCTGAAGCGATTTGGTGG 

CCCAGCTGGTCTATGGACCAAGGATCCACTGGGGCAAACAGAGAAGATCTACGTGTTAGATGG 

GACACAGAATGACACAGCCTTTGTCTTCCCAAGGCTGCGTGACTTCACCCTTGCCATGGCTGC 

CCGGAAAGCTTCCCGAGTCCGGGTGCCCTTCCCCTGGGTAGGCACAGGGCAGCTGGTATATGG 

TGGCTTTCTTTATTTTGCTCGGAGGCCTCCTGGAAGACCTGGTGGAGGTGGTGAGATGGAGAA 

CACTTTGCAGCTAATC/yiATTCCACCTGGCAAACCGAACAGTGGTGGACAGCTCAGTATTCCC 

AGCAGAGGGGCTGATCCCCCCCTACGGCTTGACAGCAGACACCTACATCGACCTGGTAGCTGA 

TGAGGAAGGTCTTTGGGCTGTCTATGCCACCCGGGAGGATGACAGGCACTTGTGTCTGGCCAA 

GTTAGATCCACAGACACTGGACACAGAGCAGCAGTGGGACACACCATGTCCCAGAGAGAATGC 

TGAGGCTGCCTTTGTCATCTGTGGGACCCTCTATGTCGTCTATAACACCCGTCCTGCCAGTCG 

GGCCCGCATCCAGTGCTCCTTTGATGCCAGCGGCACCCTGACCCCTGAACGGGCAGCACTCCC 

TTATTTTCCCCGCAGATATGGTGCCCATGCCAGCCTCCGCTATAACCCCCGAGAACGCCAGCT 

CTATGCCTGGGATGATGGCTACCAGATTGTCTATAAGCTGGAGATGAGGAAGAAAGAGGAGGA 

GGTTTGAGGAGCTAGCCTTGTTTTTTGCATCTTTCTCACTCCCATACATTTATATTATATCCC 

CACTAAATTTCTTGTTCCTCATTCTTCAAATGTGGGCCAGTTGTGGCTCAAATCCTCTATATT 

TTTAGCCAATGGCAATCAAATTCTTTCAGCTCCTTTGTTTCATACGGAACTCCAGATCCTGAG 

TAATCCTTTTAGAGCCCGAAGAGTCAAAACCCTCAATGTTCCCTCCTGCTCTCCTGCCCCATG 

TCAACAAATTTCAGGCTAAGGATGCCCCAGACCCAGGGCTCTAACCTTGTATGCGGGCAGGCC 

CAGGGAGCAGGCAGCAGTGTTCTTCCCCTCAGAGTGACTTGGGGAGGGAGAAATAGGAGGAGA 

CGTCCAGCTCTGTCCTCTCTTCCTCACTCCTCCCTTCAGTGTCCTGAGGAACAGGACTTTCTC 

CACATTGTTTTGTATTGCAACATTTTGCATTAAi\AGGAAAATCCACAAAAAAAAAAAAAAAAA 

7^AAAAAAAAAA7\AAAAAAAAAAAAAAAAAAAAAAAA7^AAAAA7^AAAAAAAAAAA^ 
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FIGURE 502 

MGPSTPLLILFLLSWSGPLQGQQHHLVEYMERRLAALEERLAQCQDQSSRHAAELRDFKNKML 
PLLEVAEKEREALRTEADTISGRVDRLEREVDYLETQNPALPCVEFDEKVTGGPGTKGKGRRN 
EKYDMVTDCGYTISQVRSMKILKRFGGPAGLWTKDPLGQTEKIYVLDGTQNDTAFVFPRLRDF 
TLAMAARKASRVRVPFPWVGTGQLVYGGFLYFARRPPGRPGGGGEMENTLQLIKFHLANRTVV 
DSSVFPAEGLIPPYGLTADTYIDLVADEEGLWAVYATREDDRHLCLAKLDPQTLDTEQQWDTP 
CPRENAEAAFVICGTLYVVYNTRPASRARIQCSFDASGTLTPERAALPYFPRRYGAHASLRYN 
PRERQLYAWDDGYQIVYKLEMRKKEEEV 

Impor'bant; fea'bures : 
Signal pepi:±de: 

amino acids 1-21 

N-glycosylat:lon slates . 

amino acids 177-180, 248-251 
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FIGURE 503 

TGCGGCGCAGTGTAGACCTGGGAGGATGGGCGGCCTGCTGCTGGCTGCTTTTCTGGCTTTGGT 
CTCGGTGCCCAGGGCCCAGGCCGTGTGGTTGGGAAGACTGGACCCTGAGCAGCTTCTTGGGCC 
CTGGTACGTGCTTGCGGTGGCCTCCCGGGAAAAGGGCTTTGCCATGGAGAAGGACATGAAGAA 
CGTCGTGGGGGTGGTGGTGACCCTCACTCCAGAAAACAACCTGCGGACGCTGTCCTCTCAGCA 
CGGGCTGGGAGGGTGTGACCAGAGTGTCATGGACCTGATAAAGCG/y^ACTCCGGATGGGTGTT 
TGAGAATCCCTCAATAGGCGTGCTGGAGCTCTGGGTGCTGGCCACCAACTTCAGAGACTATGC 
CATCATCTTCACTCAGCTGGAGTTCGGGGACGAGCCCTTCAACACCGTGGAGCTGTACAGTCT 
GACGGAGACAGCCAGCCAGGAGGCCATGGGGCTCTTCACCAAGTGGAGCAGGAGCCTGGGCTT 
CCTGTCACAGMlGCAGGCCCAGCTGCAGAAGGACCTCACCTGTGCTCACAAGATCCTTCTGTG 

agtgctgcgtccccagtagggatggcgcccacagggtcctgtgacctcggccagtgtccaccc 
acctcgctcagcggctcccggggcccagcaccagctcagaataaagcgattccacagca 
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FIGURE 504 



MGGLLLAAFLALVSVPRAQAVWLGRLDPEQLLGPWYVLAVASREKGFAMEKDMKNWGVWTL 
TPENNLRTLSSQHGLGGCDQSVMDLIKRNSGWVFENPSIGVLELWVLATNFRDYAIIFTQLEF 
GDEPFNTVELYSLTETASQEAMGLFTKWSRSLGFLSQ 

Xmport:ant features: 
Signal pep-tlde : 

amino acids 1-20 
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FIGURE 505 

GTTCCGCAGATGCAGAGGTTGAGGTGGCTGCGGGACTGGAAGTCATCGGGCAGAGGTCTCACA 
GCAGCCAAGGAACCTGGGGCCCGCTCCTCCCCCCTCCAGGCCATGAGGATTCTGCAGTTAATC 
CTGCTTGCTCTGGCAACAGGGCTTGTAGGGGGAGAGACCAGGATCATCAAGGGGTTCGAGTGC 
AAGCCTCACTCCCAGCCCTGGCAGGCAGCCCTGTTCGAGAAGACGCGGCTACTCTGTGGGGCG 
ACGCTCATCGCCCCCAGATGGCTCCTGACAGCAGCCCACTGCCTCAAGCCCCGCTACATAGTT 
CACCTGGGGCAGCACAACCTCCAGAAGGAGGAGGGCTGTGAGCAGACCCGGACAGCCACTGAG 
TCCTTCCCCCACCCCGGCTTCAACAACAGCCTCCCCAACAAAGACCACCGCT^TGACATCATG 
CTGGTGAAGATGGCATCGCCAGTCTCCATCACCTGGGCTGTGCGACCCCTCACCCTCTCCTCA 
CGCTGTGTCACTGCTGGCACCAGCTGCCTCATTTCCGGCTGGGGCAGCACGTCCAGCCCCCAG 
TTACGCCTGCCTCACACCTTGCGATGCGCCAACATCACCATCATTGAGCACCAGAAGTGTGAG 
AACGCCTACCCCGGCAACATCACAGACACCATGGTGTGTGCCAGCGTGCAGGAAGGGGGCAAG 
GACTCCTGCCAGGGTGACTCCGGGGGCCCTCTGGTCTGTAACCAGTCTCTTCAAGGCATTATC 
TCCTGGGGCCAGGATCCGTGTGCGATCACCCGAAAGCCTGGTGTCTACACGAAAGTCTGCAAA 
TATGTGGACTGGATCCAGGAGACGATGAAGAACAATTAGACTGGACCCACCCACCACAGCCCA 
TCACCCTCCATTTCCACTTGGTGTTTGGTTCCTGTTCACTCTGTTAATAAGAAACCCTAAGCC 
AAGACCCTCTACGAACATTCTTTGGGCCTCCTGGACTACAGGAGATGCTGTCACTTAATAATC 
AACCTGGGGTTCGAAATCAGTGAGACCTGGATTCAAATTCTGCCTTGAAATATTGTGACTCTG 
GGT^TGACAACACCTGGTTTGTTCTCTGTTGTATCCCCAGCCCCAAAGACAGCTCCTGGCCAT 
ATATCAAGGTTTC7U^TAAATATTTGCTAAATGAAAAAAAA7\AAAAAAAAAAA7WUWU\AAA^ 
AAAAAAA 
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FIGURE 506 

MRILQLILLALATGLVGGETRIIKGFECKPHSQPWQAALFEKTRLLCGATLIAPRWLLTAAHC 
LKPRYIVHLGQHNLQKEEGCEQTRTATESFPHPGFNNSLPNKDHRNDIMLVKMASPVSITWAV 
RPLTLSSRCVTAGTSCLISGWGSTSSPQLRLPHTLRCANITIIEHQKCENAYPGNITDTMVCA 
SVQEGGKDSCQGDSGGPLVCNQSLQGIISWGQDPCAITRKPGVYTKVCKYVDWIQETMKNN 

Iinpor'ban'b £eai:ures : 
SxgnaX peptide: 
amino acids 1-18 

Serine prot:eases, tirypsin family, histidine act:ive si-be. 

amino acids 58-63 

N*glycosyla1:ion sites . 

amino acids 99-102, 165-168, 181-184, 210-213 

Glycosaminoglycan a-b-bachment: site. 

amino acids 14 5-14 8 

Kringle domain proteins. 

amino acids 197-209, 47-64 

Serine proteases, trypsin family, histidine protein 

amino acids 199-209, 47-63, 220-243 

l^ple domain proteins 

amino acids 222-249, 189-222 
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FIGURE 507 

CTGGGATCAGCCACTGCAGCTCCCTGAGCACTCTCTACAGAGACGCGGACCCCAGACATGAGG 
AGGCTCCTCCTGGTCACCAGCCTGGTGGTTGTGCTGCTGTGGGAGGCAGGTGCAGTCCCAGCA 
CCCAAGGTCCCTATCAAGATGCAAGTCAAACACTGGCCCTCAGAGCAGGACCCAGAGAAGGCC 
TGGGGCGCCCGTGTGGTGGAGCCTCCGGAGAAGGACGACCAGCTGGTGGTGCTGTTCCCTGTC 
CAGAAGCCGAAACTCTTGACCACCGAGGAGAAGCCACGAGGTCAGGGCAGGGGCCCCATCCTT 
CCAGGCACCAAGGCCTGGATGGAGACCGAGGACACCCTGGGCCGTGTCCTGAGTCCCGAGCCC 
GACCATGACAGCCTGTACCACCCTCCGCCTGAGGAGGACCAGGGCGAGGAGAGGCCCCGGTTG 
TGGGTGATGCCAAATCACCAGGTGCTCCTGGGACCGGAGGAAGACCAAGACCACATCTACCAC 
CCCCAGTAGGGCTCCAGGGGCCATCACTGCCCCCGCCCTGTCCCAAGGCCCAGGCTGTTGGGA 
CTGGGACCCTCCCTACCCTGCCCCAGCTAGACAAATAAACCCCAGCAGGCAAAAAAAAAAAAA 
AAi\AAA 



BNSOOCID: <WO ^014046aA2J_> 



wo 01/40466 



PCT/USOO/32678 



508/550 

FIGURE 508 

MRRLLLVTSLVVVLLWEAGAVPAPKVPIKMQVKHWPSEQDPEKAWGARVVEPPEKDDQLVVLF 
PVQKPKLLTTEEKPRGQGRGPILPGTKAWMETEDTLGRVLSPEPDHDSLYHPPPEEDQGEERP 
RLWVMPNHQVLLGPEEDQDHIYHPQ 
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FIGURE 509 

GCGGAGCCGGCGCCGGCTGCGCAGAGGAGCCGCTCTCGCCGCCGCCACCTCGGCTGGGAGCCC 

ACGAGGCTGCCGCATCCTGCCCTCGGAACAATSGGACTCGGCGCGCGAGGTGCTTGGGCCGCG 

CTGCTCCTGGGGACGCTGCAGGTGCTAGCGCTGCTGGGGGCCGCCCATGAAAGCGCAGCCATG 

GCGGCATCTGCAAACATAGAGAATTCTGGGCTTCCACACAACTCCAGTGCTAACTCAACAGAG 

ACTCTCCAACATGTGCCTTCTGACCATACAAATGAAACTTCCAACAGTACTGTGAAACCACCA 

ACTTCAGTTGCCTCAGACTCCAGTAATACAACGGTCACCACCATGAAACCTACAGCGGCATCT 

xAATACAACAACACCAGGGATGGTCTCAACAAATATGACTTCTACCACCTTAAAGTCTACACCC 

AAAACAACAAGTGTTTCACAGAACACATCTCAGATATCAACATCCACAATGACCGTT^CCCAC 

AATAGTTCAGTGACATCTGCTGCTTCATCAGTAACAATCACAACAACTATGCATTCTGAAGCA 

AAGAAAGGATCAAAATTTGATACTGGGAGCTTTGTTGGTGGTATTGTATTAACGCTGGGAGTT 

TTATCTATTCTTTACATTGGATGCAAAATGTATTACTCAAGAAGAGGCATTCGGTATCGAACC 

ATAGATGAACATGATGCCATCATT3PAAGGAAATCCATGGACCAAGGATGGAATACAGATTGAT 

GCTGCCCTATCAATTAATTTTGGTTTATTT^TAGTTTAAAACAATATTCTCTTTTTGAAAATA 

GTATAAACAGGCCATGCATATAATGTACAGTGTATTACGTAAATATGTAAAGATTCTTCAAGG 

TAACAAGGGTTTGGGTTTTGTW^TAAACATCTGGATCTTATAGACCGTTCATACAATGGTTTT 

AGCAAGTTCATAGTAAGACAT^ACAAGTCCTATCTTTTTTTTTTGGCTGGGGTGGGGGCATTGG - 

TCACATATGACCAGTAATTGAAAGACGTCATCACTGAAAGACAGAATGCCATCTGGGCATACA 

T^TAAGAAGTTTGTCACAGCACTCAGGATTTTGGGTATCTTTTGTAGCTCACATAAAGAACTT 

CAGTGCTTTTCAGAGCTGGATATATCTTAATTACTAATGCCACACAG7\AATTATACAATC7^AA 

CTAGATCTGAAGCATAATTTAAGAAAAACATCAACATTTTTTGTGCTTTAAACTGTAGTAGTT 

GGTCTAGAAACAAAATACTCC 
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FIGURE 510 

MGLGARGAWAALLLGTLQVLALLGAAHESAAMAASANIENSGLPHNSSANSTETLQHVPSDHT 
NETSNSTVKPPTSVASDSSNTTVTTMKPTAASNTTTPGMVSTNMTSTTLKSTPKTTSVSQNTS 

qiststmtvthnssvtsaassvtitttmhseakkgskfdtgsfvggivltlgvlsilyigckm' 
yysrrgiryrtidehdaii 
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FIGURE 511 

GACTTTGCTTGAATGTTTACATTTTCTGCTCGCTGTCCTACATATCACAATATAGTGTTCACGTTTTGTTAAAAC 

TTTGGGGTGTCAGGAGTTGAGCTTGCTCAGCAAGCCAGCATGGCTAGGATGAGCTTTGTTATAGCAGCTTGCCAA . 

TTGGTGCTGGGCCTACTAATGACTTCATTAACCGAGTCTTCCATACAGAATAGTGAGTGTCCACAACTTTGCGTA 

TGTGAAATTCGTCCCTGGTTTACCCCACAGTCAACTTACAGAGAAGCCACCACTGTTGATTGCAATGACCTCCGC 

TTAACAAGGATTCCCAGTAACCTCTCTAGTGACACACAAGTGCTTCTCTTACAGAGC7\ATAACATCGCGAAGACT 

GTGGATGAGCTGCAGCAGCTTTTCAACTTGACTGAACTAGATTTCTCCCAAAACAACTTTACTAACATTTU^GGAG 

GTCGGGCTGGCAAACCTAACCCAGCTCACAACGCTGCATTTGGAGGAAAATCAGATTACCGAGATGACTGATTAC 

TGTCTACAAGACCTCAGCAACCTTCAAGAACTCTACATCAACCACAACCAAATTAGCACTATTTCTGCTCATGCT 

TTTGCAGGCTTAAA/VAATCTATTAAGGCTCCACCTGAACTCCAACAAATTGAAAGTTATTGATAGTCGCTGGTTT 

GATTCTACACCCAACCTGGAAATTCTCATGATCGGAGAAAACCCTGTGATTGGAATTCTGGATATGAACTTCAAA 

CCCCTCGCAAATTTGAGAAGCTTAGTTTTGGCAGGAATGTATCTCACTGATATTCCTGGAT^TGCTTTGGTGGGT 

CTGGATAGCCTTGAGAGCCTGTCTTTTTATGATAACAAACTGGTTAAAGTCCCTCAACTTGCCCTGCAAAAAGTT 

CCAAATTTGAAATTCTTAGACCTCAACAAAAACCCCATTCACAAAATCCAAGAAGGGGACTTCAAAAATATGCTT 

CGGTTAAAAGAACTGGGAATCAACAATATGGGCGAGCTCGTTTCTGTCGACCGCTATGCCCTGGATAACTTGCCT 

GAACTCACAAAGCTGGAAGCCACCAATAACCCTAAACTCTCTTACATCCACCGCTTGGCTTTCCGAAGTGTCCCT 

GCTCTGGAAAGCTTGATGCTGAACAACAATGCCTTGAATGCCATTTACCAAAAGACAGTCGAATCCCTCCCCAAT 

CTGCGTGAGATCAGTATCCATAGCAATCCCCTCAGGTGTGACTGTGTGATCCACTGGATTAACTCCAACAAAACC 

AACATCCGCTTCATGGAGCCCCTGTCCATGTTCTGTGCCATGCCGCCCGAATATAAAGGGCACCAGGTGAAGGAA 

GTTTTAATCCAGGATTCGAGTGAACAGTGCCTCCCAATGATATCTCACGACAGCTTCCCAAATCGTTTAAACGTG 

GATATCGGCACGACGGTTTTCCTAGACTGTCGAGCCATGGCTGAGCCAGAACCTGAAATTTACTGGGTCACTCCC 

ATTGGAAATAAGATAACTGTGGAAACCCTTTCAGATAAATACAAGCTAAGTAGCGAAGGTACCTTGGAAATATCT 

AACATACAAATTGAAGACTCAGGAAGATACACATGTGTTGCCCAGAATGTCCAAGGGGCAGACACTCGGGTGGCA 

ACAATTAAGGTTAACGGGACCCTTCTGGATGGTACCCAGGTGCTAAAAATATACGTCAAGCAGACAGAATCCCAT 

TCCATCTTAGTGTCCTGGAAAGTTAATTCCAATGTCATGACGTCAAACTTAAAATGGTCGTCTGCCACCATGAAG 

ATTGATAACCCTCACATAACATATACTGCCAGGGTCCCAGTCGATGTCCATGAATACAACCTAACGCATCTGCAG 

CCTTCCACAGATTATGAAGTGTGTCTCACAGTGTCCAATATTCATCAGCAGACTCAAAAGTCATGCGTAAATGTC 

ACAACCAAAAATGCCGCCTTCGCAGTGGACATCTCTGATCAAGAAACCAGTACAGCCCTTGCTGCAGTAATGGGG 

TCTATGTTTGCCGTCATTAGCCTTGCGTCCATTGCTGTGTACTTTGCCAT^AAGATTTAAGAGAAAAAACTACCAC 

CACTCATTAAAAAAGTATATGCAAAAAACCTCTTCAATCCCACTAAATGAGCTGTACCCACCACTCATTAACCTC 

TGGGAAGGTGACAGCGAGAAAGACAAAGATGGTTCTGCAGACACCAAGCCAACCCAGGTCGACACATCCAGAAGC 

TATTACATGTGGTAACTCAGAGGATATTTTGCTTCTGGTAGTAAGGAGCACAAAGACGTTTTTGCTTTATTCTGC 

AAAAGTGAACAAGTTGAAGACTTTTGTATTTTTGACTTTGCTAGTTTGTGGCAGAGTGGAGAGGACGGGTGGATA 

TTTCAAATTTTTTTAGTATAGCGTATCGCAAGGGTTTGACACGGCTGCCAGCGACTCTAGGCTTCCAGTCTGTGT 

TTGGTTTTTATTCTTATCATTATTATGATTGTTATTATATTATTATTTTATTTTAGTTGTTGTGCTAAACTCAAT 

AATGCTGTTCTAACTACAGTGCTCAATAAAATGATTAATGACAGGAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 

7VAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA7\AAAAAAAA 
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FIGURE 512 

MARMSFVIT^CQLVLGLLMTSLTESSIQNSECPQLCVCEIRPWFTPQSTYREATTVDCNDLRL 
TRIPSNLSSDTQVLLLQSNNIAKTVDELQQLFNLTELDFSQNNFTNIKEVGLANLTQLTTLHL 
EENQITEMTDYCLQDLSNLQELYINHNQISTISAHAFAGLKNLLRLHLNSNKLKVIDSRWFDS 
TPNLEILMIGENPVIGILDMNFKPLANLRSLVLAGMYLTDIPGNALVGLDSLESLSFYDNKLV 
KVPQLALQKVPNLKFLDLNKNPIHKIQEGDFKNMLRLKELGINNMGELVSVDRYALDNLPELT 
KLEATNNPKLSYIHRLAFRSVPALESLMLNNNALNAIYQKTVESLPNLREISIHSNPLRCDCV 
IHWINSNKTNIRFMEPLSMFCAMPPEYKGHQVKEVLIQDSSEQCLPMISHDSFPNRLNVDIGT 
TVFLDCRAMAEPEPEIYWVTPIGNKITVETLSDKYKLSSEGTLEISNIQIEDSGRYTCVAQNV 
QGADTRVATIKVNGTLLDGTQVLKIYVKQTESHSILVSWKVNSNVMTSNLKWSSATMKIDNPH 
ITYTARVPVDVHEYNLTHLQPSTDYEVCLTVSNIHQQTQKSCVNVTTKNAAFAVDISDQETST 
ALAAVMGSMFAVISLASIAVYFAKRFKRKNYHHSLKKYMQKTSSIPLNELYPPLINLWEGDSE 
KDKDGSADTKPTQVDTSRSYYMW 

Impor-bani: f eaiiures : 
Signal pept:lde: 

Amino acids 1-25 

Transmeinbrane domain : 

Amino acids 508-530 

N-glycosylai:xon sites: 

Amino acids 69-73; 96-100; 106-110; 117-121; 385-389; 517-521; 
582-586;611-615 

Tyrosine kinase phosphoryla'tlon site: 

Amino acids 573-582 

N-myrlsteylai:lon sites : 

Amino acids 16-22; 224-230; 464-470; 637-643; 698-704 
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FIGURE 513 

GGGAGAGAGGATAAATAGCAGCGTGGCTTCCCTGGCTCCTCTCTGCATCCTTCCCGACCTTCC 
CAGCAATMGCATCTTGCACGTCTGGTCGGCTCCTGCTCCCTCCTTCTGCTACTGGGGGCCCT 
GTCTGGATGGGCGGCCAGCGATGACCCCATTGAGAAGGTCATTGAAGGGATCAACCGAGGGCT 
GAGCAATGCAGAGAGAGAGGTGGGCAAGGCCCTGGATGGCATCAACAGTGGAATCACGCATGC 
CGGAAGGGT^GTGGAGAAGGTTTTCAACGGACTTAGCAACATGGGGAGCCACACCGGCAAGGA 
GTTGGACAAAGGCGTCCAGGGGCTCAACCACGGCATGGACAAGGTTGCCCATGAGATCAACCA 
TGGTATTGGACAAGCAGGAAAGGAAGCAGAGAAGCTTGGCCATGGGGTCAACAACGCTGCTGG 
ACAGGCCGGGAAGGAAGCAGACAAAGCGGTCCAAGGGTTCCACACTGGGGTCCACCAGGCTGG 
GAAGGAAGCAGAG7U\ACTTGGCCAAGGGGTCAACCATGCTGCTGACCAGGCTGGAAAGGAAGT 
GGAGAAGCTTGGCCAAGGTGCCCACCATGCTGCTGGCCAGGCCGGGAAGGAGCTGCAGAATGC 
TCATAATGGGGTCAACCAAGCCAGCAAGGAGGCCAACCAGCTGCTGT^TGGCAACCATCAAAG 
CGGATCTTCCAGCCATCAAGGAGGGGCCACAACCACGCCGTTAGCCTCTGGGGCCTCAGTC/^ 
CACGCCTTTCATCAACCTTCCCGCCCTGTGGAGGAGCGTCGCCAACATCATGCCCTAAACTGG 
CATCCGGCCTTGCTGGGAGAATAATGTCGCCGTTGTCACATCAGCTGACATGACCTGGAGGGG 
TTGGGGGTGGGGGACAGGTTTCTGT^AATCCCTGAAGGGGGTTGTACTGGGATTTGTGAATAAA 
CTTGATACACCA 
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FIGURE 514 

MHLARLVGSCSLLLLLGALSGWAASDDPIEKVIEGINRGLSNAEREVGKALDGINSGITHAGR 
EVEKVFNGLSNMGSHTGKELDKGVQGLNHGMDKVAHEINHGIGQAGKEAEKLGHGVNNAAGQA 
GKEADKAVQGFHTGVHQAGKEAEKLGQGVNHAADQAGKEVEKLGQGAHHT^GQAGKELQNAHN 
GVNQASKEANQLLNGNHQSGSSSHQGGATTTPLASGASVNTPFINLPALWRSVANIMP 

Impor'tanl: £eai:ures : 
Signal peptide: 

amino acids 1-25 

Homologous region i:o circumsporozoltie (CS) repeai:s: 

amino acids 35-225 
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FIGURE 515 

cccacgcgtccgcccacgcgtccgggtgccactcgcgcgccggccgcgctccgggcttctctt 
ttccctccgAcgcgccacggctgcccagacattccggctgccgggtctggagagctccccgaa 
cccctccgcggagaggagcgaggcggcgccagggtggcccccggggcgcgcttggtctcggag 
aagcggggacgaggccggaggatgagcgactgagggcgacgcgggcactgacgcgagttgggg 
ccgcgactaccggcagctgacagcgcgatgagcgactccccagagacgccctagcccggtgtg 
cgcgccaggcggagcgcgcaggtggggctgggctgttagtggtccgccccacgcgggtcgccg 
gccggcccaggatgggcgctggcaacccgggcccgcgcccgccgctgctacccctgcgcccgc 
tgcgagcccggcgtccggcccgcgccctgcgctcatggacggcggctcccggctggcggcggc 
gcgcccccgggctgtgaatgcgactcgcccctcggccgcgctccccgcccgcccgcccgccgg 
gacgtggtaggggasscccagctccactgcgatggcagttggcgcgctctccagttccctcct 

GGTCACCTGCTGCCTGATGGTGGCTCTGTGCAGTCCGAGCATCCCGCTGGAGAAGCTGGCCCA 

ggcaccagagcagccgggccaggagaagcgtgagcacgccactcgggacggcccggggcgggt 
gaacgagctcgggcgcccggcgagggacgagggcggcagcggccgggactggaagagcaagag 
cggccgtgggctcgccggccgtgagccgtggagcaagctgaagcaggcctgggtctcccaggg 

CGGGGGCGCCAAGGCCGGGGATCTGCAGGTCCGGCCCCGCGGGGACACCCCGCAGGCGGAAGC 
CCTGGCCGCAGCCGCCCAGGACGCGATTGGCCCGGAACTCGCGCCCACGCCCGAGCCACCCGA 
GGAGTACGTGTACCCGGACTACCGTGGCAAGGGCTGCGTGGACGAGAGCGGCTTCGTGTACGC 
GATCGGGGAGAAGTTCGCGCCGGGCCCCTCGGCCTGCCCGTGCCTGTGCACCGAGGAGGGGCC 
GCTGTGCGCGCAGCCCGAGTGCCCGAGGCTGCACCCGCGCTGCATCCACGTCGACACGAGCCA 
GTGCTGCCCGCAGTGCAAGGAGAGGAAGAACTACTGCGAGTTCCGGGGCAAGACCTATCAGAC 
TTTGGAGGAGTTCGTGGTGTCTCCATGCGAGAGGTGTCGCTGTGAAGCCAACGGTGAGGTGCT 
ATGCACAGTGTCAGCGTGTCCCCAGACGGAGTGTGTGGACCCTGTGTACGAGCCTGATCAGTG 
CTGTCCCATCTGCAAAAATGGTCCAAACTGCTTTGCAGT^AACCGCGGTGATCCCTGCTGGCAG 
AGAAGTGAAGACTGACGAGTGCACCATATGCCACTGTACTTATGAGGAAGGCACATGGAGAAT 
CGAGCGGCAGGCCATGTGCACGAGACATGAATGCAGGCAAATGTAGACGCTTCCCAGAACACA 
AACTCTGACTTTTTCTAGAACATTTTACTGATGTGAACATTCTAGATGACTCTGGGAACTATC 
AGTCAAAGAAGACTTTTGATGAGGAATAATGGAAAATTGTTGGTACTTTTCCTTTTCTTGATA 
ACAGTTACTACAACAGAAGGAAATGGATATATTTCAAAACATCAACAAGAACTTTGGGCATAA 
AATCCTTCTCTAAATAAATGTGCTATTTTCACAGTAAGTACACAAAAGTACACTATTATATAT 
CAAATGTATTTCTATAATCCCTCCATTAGAGAGCTTATATAAGTGTTTTCTATAGATGCAGAT 
TAAAAATGCTGTGTTGTCAACCGTCAAAAAAAAi\AAAAAAAAAA7\AAA7\AAA 
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FIGURE 516 

MPSSTAMAVGALSSSLLVTCCLMVALCSPSIPLEKLAQAPEQPGQEKREHATRDGPGRVNELG 
RPARDEGGSGRDWKSKSGRGLAGREPWSKLKQAWVSQGGGAKAGDLQVRPRGDTPQAEALAAA 
AQDAIGPELAPTPEPPEEYVYPDYRGKGCVDESGFVYAIGEKFAPGPSACPCLCTEEGPLCAQ 
PECPRLHPRCIHVDTSQCCPQCKERKNYCEFRGKTYQTLEEFVVSPCERCRCEANGEVLCTVS 
ACPQTECVDPVYEPDQCCPICKNGPNCFAETAVIPAGREVKTDECTICHCTYEEGTWRIERQA 
MCTRHECRQM 

Isrpor^n't f ea'tures : 
Signal peptride: 

amino acids 1-27 

Transmembrane domain: 

amino acids 11-30 

Glycosaminoglycan ati-tachment: s±i:e. 

amino acids 80-83 

H-myrxs'boyla'tion sites . 

amino acids 10-15, 102-107, 103-108 

Cell a^techmen-b secjuence. 

amino acids 114-117 

EGF-llke domain cysteine pattern signature. 

amino acids 176-187 
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FIGURE 517 

GGAC7\ACCGTTGCTGGGTGTCCCAGGGCCTGAGGCAGGACGGTACTCCGCTGACACCTTCCCT 
TTCGGCCTTGAGGTTCCCAGCCTGGTGGCCCCAGGACGTTCCGGTCGCATGGCAGAGTGCTAC 
GGACGACGCCTATGAAGCCCTTAGTCCTTCTAGTTGCGCTTTTGCTATGGCCTTCGTCTGTGC 
CGGCTTATCCGAGCATAACTGTGACACCTGATGAAGAGCAAAACTTGAATCATTATATACT^G 
TTTTAGAGAACCTAGTACGAAGTGTTCCCTCTGGGGAGCCAGGTCGTGAGAAAAAATCTAACT 
CTCCAAAACATGTTTATTCTATAGCATCAAAGGGATCAAAATTTAAGGAGCTAGTTACACATG 
GAGACGCTTCA_ACTGAGAATGATGTTTTAACCAATCCTATCAGTGAAGAAACTACAACTTTCC 
CTACAGGAGGCTTCACACCGGAAATAGGAAAGAAAAAACACACGGAAAGTACCCCATTCTGGT 
CGATCAAACCAAACAATGTTTCCATTGTTTTGCATGCAGAGGAACCTTATATTGAAAATGAAG 
AGCCAGAGCCAGAGCCGGAGCCAGCTGCATUVACAAACTGAGGCACCAAGAATGTTGCCAGTTG 
TTACTGAATCATCTACAAGTCCATATGTTACCTCATACAAGTCACCTGTCACCACTTTAGATA 
AGAGCACTGGCATTGAGATCTCTACAGAATCAGAAGATGTTCCTCAGCTCTCAGGTGAAACTG 
CGATAGAAAAACCCGAAGAGTTTGGAAAGCACCCAGAGAGTTGGAATAATGATGACATTTTGA 
AAAAAATTTTAGATATTAATTCACAAGTGCAACAGGCACTTCTTAGTGACACCAGCAACCCAG 
CATATAGAGAAGATATTGAAGCCTCTAAAGATCACCTAAAACGAAGCCTTGCTCTAGCAGCAG 
CAGCAGAACATAAATTAAAAACAATGTATAAGTCCCAGTTATTGCCAGTAGGACGAACAAGTA 
ATAAAATTGATGACATCGAAACTGTTATTAACATGCTGTGTAATTCTAGATCTAAACTCTATG 
AATATTTAGATATTAAATGTGTTCCACCAGAGATGAGAGAAAAAGCTGCTACAGTATTCAATA 
CATTAAAAAATATGTGTAGATCAAGGAGAGTCACAGCCTTATTAAAAGTTTATTAAACAATAA 
TATAAAAATTTTT^AACCTACTTGATATTCCATAACAAAGCTGATTTTy^GCAAACTGCATTTTT 
TCACAGGAGAAATAATCATATTCGTAATTTCAAAAGTTGTATT^AAAATATTTTCTATTGTAGT 
TCAAATGTGCCAACATCTTTATGTGTCATGTGTTATGAACAATTTTCATATGCACTAAAAACC 
TAATTTAAAAT7UVAATTTTGGTTCAGGAAAAAA 
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FIGURE 518 

MKPLVLLVALLLWPSSVPAYPSITVTPDEEQNLNHYIQVLENLVRSVPSGEPGREKKSNSPKH 
VYSIASKGSKFKELVTHGDASTENDVLTNPISEETTTFPTGGFTPEIGKKKHTESTPFWSIKP 
NNVSIVLHAEEPYIENEEPEPEPEPAAKQTEAPRMLPVVTESSTSPYVTSYKSPVTTLDKSTG 
lEISTESEDVPQLSGETAIEKPEEFGKHPESWNNDDILKKILDINSQVQQALLSDTSNPAYRE 
DIEASKDHLKRSLALAAAAEHKLKTMYKSQLLPVGRTSNKIDDIETVINMLCNSRSKLYEYLD 
IKCVPPEMREKAATVFNTLKNMCRSRRVTALLKVY 

Inpor'tant: features : 
Signal peptide: 

amino acids 1-19 
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FIGURE 519 

CGGCTCGAGTGCAGCTGTGGGGAGATTTCAGTGCATTGCCTCCCCTGGGTGCTCTTCATCTTG 
GATTTGAAAGTTGAGAGCAGCMGTTTTGCCCACTGAAACTCATCCTGCTGCCAGTGTTACTG 
GATTATTCCTTGGGCCTGAATGACTTGAATGTTTCCCCGCCTGAGCTAACAGTCCATGTGGGT 
GATTCAGCTCTGATGGGATGTGTTTTCCAGAGCACAGAAGACAAATGTATATTCAAGATAGAC 
TGGACTCTGTCACCAGGAGAGCACGCCAAGGACGAATATGTGCTATACTATTACTCCAATCTC 
AGTGTGCCTATTGGGCGCTTCCAGAACCGCGTACACTTGATGGGGGACATCTTATGCT^TGAT 
GGCTCTCTCCTGCTCCAAGATGTGCAxAGAGGCTGACCAGGGA-ACCTATATCTGTGAAATCCGC 
CTCAAAGGGGAGAGCCAGGTGTTCAAGAAGGCGGTGGTACTGCATGTGCTTCCAGAGGAGCCC 
AAAGAGCTCATGGTCCATGTGGGTGGATTGATTCAGATGGGATGTGTTTTCCAGAGCACAGAA 
GTGAAACACGTGACCAAGGTAGAATGGATATTTTCAGGACGGCGCGCAAAGGAGGAGATTGTA 
TTTCGTTACTACCACAAACTCAGGATGTCTGTGGAGTACTCCCAGAGCTGGGGCCACTTCCAG 
AATCGTGTGAACCTGGTGGGGGACATTTTCCGCAATGACGGTTCCATCATGCTTCAAGGAGTG 
AGGGAGTCAGATGGAGGAAACTACACCTGCAGTATCCACCTAGGGAACCTGGTGTTCAAGAAA 

accattgtgctgcatgtcagcccggaagagcctcgaacactggtgaccccggcagccctgagg 
cctctggtcttgggtggtaatcagttggtgatcattgtgggaattgtctgtgccacaatcctg 
ctgctccctgttctgatattgatcgtgaagaagacctgtggaaataagagttcagtgaattct 
acagtcttggtgaagaacacgaagaagactaatccagagataa7y\gaaa7ilaccctgccatttt 
gaaagatgtgaaggggagaaacacatttactccccaataattgtacgggaggtgatcgaggaa 
gaagaaccaagtgaftaaatcagaggccacctacatgaccatgcacccagtttggccttctctg 
aggtcagatcggaacaactcacttgaaaaaaagtcaggtgggggaatgcc7\aaaacacagcaa 
gccttttgagaagaatggagagtcccttcatctcagcagcggtggagactctctcctgtgtgt 
gtcctgggccactctaccagtgatttcagactcccgctctcccagctgtcctcctgtctcatt 
gtttggtcaatacactgaagatggagaatttggagcctggcagagagactggacagctctgga 
ggaacaggcctgctgaggggaggggagcatggacttggcctctggagtgggacactggccctg 
ggaaccaggctgagctgagtggcctcaaaccccccgttggatcagaccctcctgtgggcaggg 
ttcttagtggatgagttactgggaagaatcagagataaaaaccaacccaaatcaa 
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FIGURE 520 

MFCPLKLILLPVLLDYSLGLNDLNVSPPELTVHVGDSALMGCVFQSTEDKCIFKIDWTLSPGE 
HAKDEYVLYYYSNLSVPIGRFQNRVHLMGDILCNDGSLLLQDVQEADQGTYICEIRLKGESQV 
FKKAWLHVLPEEPKELMVHVGGLIQMGCVFQSTEVKHVTKVEWIFSGRRAKEEIVFRYYHKL 
RMSVEYSQSWGHFQNRVNLVGDIFRNDGSIMLQGVRESDGGNYTCSIHLGNLVFKKTIVLHVS 
PEEPRTLVTPAALRPLVLGGNQLVIIVGIVCATILLLPVLILIVKKTCGNKSSVNSTVLVKNT 
KKTNPEIKEKPCHFERCEGEKHIYSPIIVREVIEEEEPSEKSEATYMTMHPVWPSLRSDRNNS 
LEKKSGGGMPKTQQAF 
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FIGURE 521 

CTATGAAGAAGCTTCCTGGAAAACAATAAGCAAAGGAAAACAAATGTGTCCCATCTCACATGG 
TTCTACCCTACTAAAGACAGGAAGATCATAAACTGACAGATACTGAAATTGTAAGAGTTGGAA 
ACTACATTTTGCAAAGTCATTGAACTCTGAGCTCAGTTGCAGTACTCGGG/^AGCCATGCAGGA 
TGAAGATGGATACATCACCTTAAATATTAAAACTCGGAAACCAGCTCTCGTCTCCGTTGGCCC 
TGCATCCTCCTCCTGGTGGCGTGTGATGGCTTTGATTCTGCTGATCCTGTGCGTGGGGATGGT 
TGTCGGGCTGGTGGCTCTGGGGATTTGGTCTGTCATGCAGCGCAATTACCTACAAGATGAGAA 
TGAAAATCGCACAGGT^CTCTGCAACAATTAGCAAAGCGCTTCTGTCAATATGTGGTAAAACA 
ATCAGAACTAAAGGGCACTTTCAAAGGTCATAAATGCAGCCCCTGTGACACAAACTGGAGATA 
TTATGGAGATAGCTGCTATGGGTTCTTCAGGCACAACTTAACATGGGAAGAGAGTAAGCAGTA 
CTGCACTGACATGAATGCTACTCTCCTGAAGATTGACAACCGGAACATTGTGGAGTACATCAA 
AGCCAGGACTCATTTAATTCGTTGGGTCGGATTATCTCGCCAGAAGTCGAATGAGGTCTGGAA 
GTGGGAGGATGGCTCGGTTATCTCAGAAAATATGTTTGAGTTTTTGGAAGATGGAAAAGGAAA 
TATGAATTGTGCTTATTTTCATAATGGGAAAATGCACCCTACCTTCTGTGAGAACAAACATTA 
TTTAATGTGTGAGAGGAAGGCTGGCATGACCAAGGTGGACCAACTACCTTAATGCAT^GAGGT 
GGACAGGATAACACAGATAAGGGCTTTATTGTACAATAAT^AGATATGTATGAATGCATCAGTA 
GCTGAATUW^AAAAAAAA 
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FIGURE 522 

MQDEDGYITLNIKTRKPALVSVGPASSSWWRVMALILLILCVGMVVGLVALGIWSVMQRNYLQ 
DENENRTGTLQQLAKRFCQYVVKQSELKGTFKGHKCSPCDTNWRYYGDSCYGFFRHNLTWEES 
KQYCTDMNATLLKIDNRNIVEYIKARTHLIRWVGLSRQKSNEVWKWEDGSVISENMFEFLEDG 
KGNMNCAYFHNGKMHPTFCENKHYLMCERKAGMTKVDQLP 
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FIGURE 523 

CAGCAGTGGTCTCTCAGTCCTCTCAAAGCAAGGAAAGAGTACTGTGTGCTGAGAGACCATGGC 
AAAGAATCCTCCAGAGAATTGTGAAGACTGTCACATTCTAAATGCAGAAGCTTTTAAATCCAA 
GAAAATATGTAAATCACTTAAGATTTGTGGACTGGTGTTTGGTATCCTGGCCCTAACTCTAAT 
TGTCCTGTTTTGGGGGAGCAAGCACTTCTGGCCGGAGGTACCCAA7yuy\GCCTATGACATGGA 
GCACACTTTCTACAGCAATGGAGAG7VAGAAGAAGATTTACATGGAAATTGATCCTGTGACCAG 
AACTGAAATATTCAGAAGCGGAAATGGCACTGATGAAACATTGGAAGTGCACGACTTTAAAAA 
CGGATACACTGGCATCTACTTCGTGGGTCTTCAAAAATGTTTTATCAAAACTCAGATTAAAGT 
GATTCCTGAATTTTCTGAACCAGAAGAGGAAATAGATGAGAATGAAGAAATTACCACAACTTT 
CTTTGAACAGTCAGTGATTTGGGTCCCAGCAGAAAAGCCTATTGAAAACCGAGATTTTCTTAA 
AAATTCCAAAATTCTGGAGATTTGTGATAACGTGACCATGTATTGGATCAATCCCACTCTAAT 
ATCAGTTTCTGAGTTACAAGACTTTGAGGAGGAGGGAGAAGATCTTCACTTTCCTGCCAACGA 
AA7y\A7^GGGATTGAACi\AAATGAACAGTGGGTGGTCCCTCAAGTGAAAGTAGAGAAGACCCG 
TCACGCCAGACAAGCAAGTGAGGAAGAACTTCCAATAAATGACTATACTGAAAATGGAATAGA 
ATTTGATCCCATGCTGGATGAGAGAGGTTATTGTTGTATTTACTGCCGTCGAGGCAACCGCTA 
TTGCCGCCGCGTCTGTGAACCTTTACTAGGCTACTACCCATATCCATACTGCTACCAAGGAGG 
ACGAGTCATCTGTCGTGTCATCATGCCTTGTAACTGGTGGGTGGCCCGCATGCTGGGGAGGGT 
C TAA TAGGAGGTTTGAGCTCAAATGCTTAAACTGCTGGCAACATATAATAAATGCATGCTATT 
CAATGAATTTCTGCCTATGAGGCATCTGGCCCCTGGTAGCCAGCTCTCCAGAATTACTTGTAG 
GTAATTCCTCTCTTCATGTTCTAATAAACTTCTACATTATCACCAAAAAAAAAAAAAAAAAAA 



BNSDCXID: <WO ^0140486A2J_> 



wo 01/40466 



PCT/USOO/32678 



524/550 

FIGURE 524 

MAKNPPENCEDCHILNAEAFKSKKICKSLKICGLVFGILALTLIVLFWGSKHFWPEVPKKAYD 
MEHTFYSNGEKKKIYMEIDPVTRTEIFRSGNGTDETLEVHDFKNGYTGIYFVGLQKCFIKTQI 
KVIPEFSEPEEEIDENEEITTTFFEQSVIWVPAEKPIENRDFLKNSKILEICDNVTMYWINPT 
LISVSELQDFEEEGEDLHFPANEKKGIEQNEQWVVPQVKVEKTRHARQASEEELPINDYTENG 
lEFDPMLDERGYCCIYCRRGNRYCRRVCEPLLGYYPYPYCYQGGRVICRVIMPCNWWVARMLGRV 

Import:ant feat:ures: 
Signal pept:±de: 

amino acids 1-40 

Transmembrane domain: 

amino acids 25-47 (type II) 

N-glycosyla't±on sibes . 

amino acids 94-97, 180-183 

Glycosaminoglycan a'b'tachment: sites . 

amino acids 92-95, 70-73, 85-88, 133-136, 148-151, 192-195, 239- 
242 

N-myris'boyla'txon s±t:es • 

amino acids 33-38, 95-100, 116-121, 215-220, 272-277 

Microbodies C-i:erm±nal t:arget:±ng signal. 

amino acids 315-317 

Cytochrome c family heme-blndlng site signature. 

amino acids 9-14 
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FIGURE 525 

AGTGACTVATCTCAGAGCAGCTTCTACACCACAGCCATTTCCAGCaSfiAAGATCACTGGGGGTC 
TCCTTCTGCTCTGTACAGTGGTCTATTTCTGTAGCAGCTCAGAAGCTGCTAGTCTGTCTCCAA 
AAAAAGTGGACTGCAGCATTTACAAGAAGTATCCAGTGGTGGCCATCCCCTGCCCCATCACAT 
ACCTACCAGTTTGTGGTTCTGACTACATCACCTATGGGAATGAATGTCACTTGTGTACCGAGA 
GCTTGA7\AAGTAATGGAAGAGTTCAGTTTCTTCACGATGGAAGTTGCTAAATTCTCCATGGAC 
ATAGAGAGAAAGGAATGATATTCTCATCATCATCTTCATCATCCCAGGCTCTGACTGAGTTTC 
TTTCAGTTTTACTGATGTTCTGGGTGGGGGACAGAGCCAGATTCAGAGTAATCTTGACTGAAT 
GGAGAAAGTTTCTGTGCTACCCCTACAAACCCATGCCTCACTGACAGACCAGCATTTTTTTTT 
TAACACGTCAATAAAAAAATAATCTCCCAGA 
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FIGURE 526 

MKITGGLLLLCTWYFCSSSEAASLSPKKVDCSIYKKYPVVAIPCPITYLPVCGSDYITYGNE 
CHLCTESLKSNGRVQFLHDGSC 

Impori:ant: f eat:ures : 
Signal peptide: 

amino acids 1-19 
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FIGURE 527 

CGACGATGCTACGCGCGCCCGGCTGCCTCCTCCGGACCTCCGTAGCGCCTGCCGCGGCCCTGG 
CTGCGGCGCTGCTCTCGTCGCTTGCGCGCTGCTCTCTTCTAGAGCCGAGGGACCCGGTGGCCT 
CGTCGCTCAGCCCCTATTTCGGCACCAAGACTCGCTACGAGGATGTCAACCCCGTGCTATTGT 
CGGGCCCCGAGGCTCCGTGGCGGGACCCTGAGCTGCTGGAGGGGACCTGCACCCCGGTGCAGC 
TGGTCGCCCTCATTCGCCACGGCACCCGCTACCCCACGGTCAAACAGATCCGCAAGCTGAGGC 
AGCTGCACGGGTTGCTGCAGGCCCGCGGGTCCAGGGATGGCGGGGCTAGTAGTACCGGCAGCC 
GCGACCTGGGTGCAGCGCTGGCCGACTGGCCTTTGTGGTACGCGGACTGGATGGACGGGCAGC 
TAGTAGAGAAGGGACGGCAGGATATGCGACAGCTGGCGCTGCGTCTGGCCTCGCTCTTCCCGG 
CCCTTTTCAGCCGTGAGAACTACGGCCGCCTGCGGCTCATCACCAGTTCCAAGCACCGCTGCA 
TGGATAGCAGCGCCGCCTTCCTGCAGGGGCTGTGGCAGCACTACCACCCTGGCTTGCCGCCGC 
CGGACGTCGCAGATATGGAGTTTGGACCTCCAACAGTTAATGATAAACTAATGAGATTTTTTG 
ATCACTGTGAGAAGTTTTTAACTGAAGTAGAAAAAAATGCTACAGCTCTTTATCACGTGGAAG 
CCTTCAAAACTGGACCAGAAATGCAGAACATTTTAAAAAAAGTTGCAGCTACTTTGCAAGTGC 
CAGTAAATGATTTAAATGCAGATTTAATTC/y^GTAGCCTTTTTCACCTGTTCATTTGACCTGG 
CT^TTAAAGGTGTTAAATCTCCTTGGTGTGATGTTTTTGACATAGATGATGCAAAGGTATTAG 
AATATTTAAATGATCTGAAACAATATTGGAAAAGAGGATATGGGTATACTATTAACAGTCGAT 
CCAGCTGCACCTTGTTTCAGGATATCTTTCAGCACTTGGACAAAGCAGTTGAACAGAAACAAA 
GGTCTCAGCCAATTTCTTCTCCAGTCATCCTCCAGTTTGGTCATGCAGAGACTCTTCTTCCAC 
TGCTTTCTCTCATGGGCTACTTCAAAGACAAGGAACCCCTAACAGCGTACAATTACAAAAAAC 
AAATGCATCGGAAGTTCCGAAGTGGTCTCATTGTACCTTATGCCTCGAACCTGATATTTGTGC 
TTTACCACTGTGAAAATGCTAAGACTCCTAAAGAACAATTCCGAGTGCAGATGTTATTAAATG 
AAAAGGTGTTACCTTTGGCTTACTCACAAG7y\ACTGTTTCATTTTATGAAGATCTGAAGAACC 
ACTACAAGGACATCCTTCAGAGTTGTCAAACCAGTGAAGAATGTGAATTAGCAAGGGCTAACA 
^ GTACATCTGATGAACTATGAGTAACTGAAGAACATTTTTAATTCTTTAGGAATCTGCAATGAG 
TGATTACATGCTTGTAATAGGTAGGCTy^TTCCTTGATTACAGGAAGCTTTTATATTACTTGAG 
TATTTCTGTCTTTTCACAGTW^AACATTGGGTTTCTCTCTGGGTTTGGACATGAT^TGTAAGA 
AAAGATTTTTCACTGGAGCAGCTCTCTTAAGGAGAAACAAATCTATTTAGAGAAACAGCTGGC 
CCTGCAAATGTTTACAGAAATGAAATTCTTCCTACTTATATAAGAAATCTCACACTGAGATAG 
AATTGTGATTTCATAATAACACTTGAAAAGTGCTGGAGTAACAAAATATCTCAGTTGGACCAT 
CCTTAACTTGATTGAACTGTCTAGGAACTTTACAGATTGTTCTGCAGTTCTCTCTTCTTTTCC 
TCAGGTAGGACAGCTCTAGCATTTTCTTAATCAGGAATATTGTGGTAAGCTGGGAGTATCACT 
CTGGAAGAAAGTAACATCTCCAGATGAGAATTTGAAACAAGAAACAGAGTGTTGTAAAAGGAC 
ACCTTCACTGAAGCAAGTCGGAAAGTACAATGAAAATAAATATTTTTGGTATTTATTTATGAA 
ATATTTGAACATTTTTTCAATAATTCCTTTTTACTTCTAGGAAGTCTCATVAAGACCATCTTAA 
ATTATTATATGTTTGGACAATTAGCAACAAGTCAGATAGTTAGAATCGAAGTTTTTCAAATCC 
ATTGCTTAGCTAACTTTTTCATTCTGTCACTTGGCTTCGATTTTTATATTTTCCTATTATATG 
AAATGTATCTTTTGGTTGTTTGATTTTTCTTTCTTTCTTTGTAAATAGTTCTGAGTTCTGTCA 
AATGCCGTGAAAGTATTTGCTATAATAAAGAAi\ATTCTTGTGACTTTAAAAAAAAA 
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FIGURE 528 

MLRAPGCLLRTSVAPAAALAAALLSSLARCSLLEPRDPVASSLSPYFGTKTRYEDVNPVLLSG 
PEAPWRDPELLEGTCTPVQLVALIRHGTRYPTVKQIRKLRQLHGLLQARGSRDGGASSTGSRD 
LGAALADWPLWYADWMDGQLVEKGRQDMRQLALRLASLFPALFSRENYGRLRLITSSKHRCMD 
SSAAFLQGLWQHYHPGLPPPDVADMEFGPPTVNDKLMRFFDHCEKFLTEVEKNATALYHVEAF 
KTGPEMQNILKKVAATLQVPVNDLNADLIQVAFFTCSFDLAIKGVKSPWCDVFDIDDAKVLEY 
LNDLKQYWKRGYGYTINSRSSCTLFQDIFQHLDKAVEQKQRSQPISSPVILQFGHAETLLPLL 
SLMGYFKDKEPLTAYNYKKQMHRKFRSGLIVPYASNLIFVLYHCENAKTPKEQFRVQMLLNEK 
VLPLAYSQETVSFYEDLKNHYKDILQSCQTSEECELARANSTSDEL 

Xmport:ant^ fea'bures : 
Signal sequence 

amino acids 1-30 

N-glycosylat:±on sxties . 

amino acids 242-246, 481-485 

N-myr±sboylat:xon sites . 

amino, acids 107-113, . 113-119, 117-123, 118-124, 128-134 

Endoplasmic re'tlculum 'targe'txng sequence. 

amino acids 484-489 
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FIGURE 529 

GGAGAGCCGCGGCTGGGACCGGAGTGGGGAGCGCGGCGTGGAGGTGCCACCCGGCGCGGGTGG 
CGGAGAGATCAGAAGCCTCTTCCCCAAGCCGAGCCAACCTCAGCGGGGACCCGGGCTCAGGGA 
CGCGGCGGCGGCGGCGGCGACTGCAGTGGCTGGACGATGGCAGCGTCCGCCGGAGCCGGGGCG 
GTGATTGCAGCCCCAGACAGCCGGCGCTGGCTGTGGTCGGTGCTGGCGGCGGCGCTTGGGCTC 
TTGACAGCTGGAGTATCAGCCTTGGAAGTATATACGCCAAAAGAAATCTTCGTGGCAAATGGT 
ACACAAGGGAAGCTGACCTGCAAGTTCAAGTCTACTAGTACGACTGGCGGGTTGACCTCAGTC 
TCCTGGAGCTTCCAGCCAGAGGGGGCCGACACTACTGTGTCGTTTTTCCACTACTCCCAAGGG 
CAAGTGTACCTTGGGAATTATCCACCATTTAAAGACAGAATCAGCTGGGCTGGAGACCTTGAC 
AAGAAAGATGCATCAATCAACATAGAAAATATGCAGTTTATACACAATGGCACCTATATCTGT 
GATGTC7\AAAACCCTCCTGACATCGTTGTCCAGCCTGGACACATTAGGCTCTATGTCGTAGAA 
AAAGAGAATTTGCCTGTGTTTCCAGTTTGGGTAGTGGTGGGCATAGTTACTGCTGTGGTCCTA 
GGTCTCACTCTGCTCATCAGCATGATTCTGGCTGTCCTCTATAGAAGGAAAAACTCTAAACGG 
GATTACACTGGCTGCAGTACATCAGAGAGTTTGTCACCAGTTAAGCAGGCTCCTCGGAAGTCC 
CCCTCCGACACTGAGGGTCTTGTAAAGAGTCTGCCTTCTGGATCTCACCAGGGCCCAGTCATA 
TATGCACAGTTAGACCACTCCGGCGGACATCACAGTGACAAGATTAACAAGTCAGAGTCTGTG 
GTGTATGCGGATATCCGAAAGAATTAAGAGTU^TACCTAGAACATATCCTCAGCAAGAAACAAA 
ACCAAACTGGACTCTCGTGCAGAAAATGTAGCCCATTACCACATGTAGCCTTGGAGACCCAGG 
CAAGGACAAGTACACGTGTACTCACAGAGGGAGAGAAAGATGTGTACAAAGGATATGTATAT^ 
TATTCTATTTAGTCATCCTGATATGAGGAGCCAGTGTTGCATGATGAAAAGATGGTATGATTC 
TACATATGTACCCATTGTCTTGCTGTTTTTGTACTTTCTTTTCAGGTCATTTACAATTGGGAG 
ATTTCAGAAACATTCCTTTCACCATCATTTAGAAATGGTTTGCCTT7VATGGAGACAATAGCAG 
ATCCTGTAGTATTTCCAGTAGACATGGCCTTTTAATCTAAGGGCTTAAGACTGATTAGTCTTA 
GCATTTACTGTAGTTGGAGGATGGAGATGCTATGATGGAAGCATACCCAGGGTGGCCTTTAGC 
ACAGTATCAGTACCATTTATTTGTCTGCCGCTTTTAAAAAATACCCATTGGCTATGCCACTTG 
AAAACAATTTGAGAAGTTTTTTTGAAGTTTTTCTCACT7y\AATATGGGGCAATTGTTAGCCTT 
ACATGTTGTGTAGACTTACTTTAAGTTTGCACCCTTGAAATGTGTCATATCAATTTCTGGATT 
CATAATAGCAAGATTAGCAAAGGATAAATGCCGAAGGTCACTTCATTCTGGACACAGTTGGAT 
CAATACTGATTAAGTAGAAAATCCAAGCTTTGCTTGAGAACTTTTGTAACGTGGAGAGTAAAA 
AGTATCGGTTTTA 
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FIGURE 530 

MAASAGAGAVIAAPDSRRWLWSVLAAALGLLTAGVSALEVYTPKEIFVANGTQGKLTCKFKST 
STTGGLTSVSWSFQPEGADTTVSFFHYSQGQVYLGNYPPFKDRISWAGDLDKKDASINIENMQ 
FIHNGTYICDVKNPPDIVVQPGHIRLYVVEKENLPVFPVWVVVGIVTAVVLGLTLLISMILAV 
LYRRKNSKRDYTGCSTSESLSPVKQAPRKSPSDTEGLVKSLPSGSHQGPVIYAQLDHSGGHHS 
DKINKSESWYADIRKN 

In^ortant f ea1:ures : 
Signal peptide: 

amino acids 1-37 

Transmembrane domain: 

amino acids 161-183 
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FIGURE 531 

GTGACACTATAGAAGAGCTATGACGTCGCATGCACGCGTACGTAAGCTCGGAATTCGGCTCGA 
GGCTGGTGGGAAGAAGCCGAGATSGCGGCAGCCAGCGCTGGGGCAACCCGGCTGCTCCTGCTC 
TTGCTGATGGCGGTAGCAGCGCCCAGTCGAGCCCGGGGCAGCGGCTGCCGGGCCGGGACTGGT 
GCGCGAGGGGCTGGGGCGGAAGGTCGAGAGGGCGAGGCCTGTGGCACGGTGGGGCTGCTGCTG 
GAGCACTCATTTGAGATCGATGACAGTGCCAACTTCCGGTy^GCGGGGCTCACTGCTCTGGAAC 
CAGCAGGATGGTACCTTGTCCCTGTCACAGCGGCAGCTCAGCGAGGAGGAGCGGGGCCGACTC 
CGGGATGTGGCAGCCCTGAATGGCCTGTACCGGGTCCGGATCCCAAGGCGACCCGGGGCCCTG 
GATGGCCTGGAAGCTGGTGGCTATGTCTCCTCCTTTGTCCCTGCGTGCTCCCTGGTGGAGTCG 
CACCTGTCGGACCAGCTGACCCTGCACGTGGATGTGGCCGGCAACGTGGTGGGCGTGTCGGTG 
GTGACGCACCCCGGGGGCTGCCGGGGCCATGAGGTGGAGGACGTGGACCTGGAGCTGTTCT^C 
ACCTCGGTGCAGCTGCAGCCGCCCACCACAGCCCCAGGCCCTGAGACGGCGGCCTTCATTGAG 
CGCCTGGAGATGGAACAGGCCCAGAAGGCCAAGAACCCCCAGGAGCAGAAGTCCTTCTTCGCC 
AAATACTGGATGTACATCATTCCCGTCGTCCTGTTCCTCATGATGTCAGGAGCGCCAGACACC 
GGGGGCCAGGGTGGGGGTGGGGGTGGGGGTGGTGGTGGGGGTAGTGGCCTTTGCTGTGTGCCA 
CCCTCCCTG TAA GTCTATTTAAAAACATCGACGATACATTGAAATGTGTGAACGTTTTGAATU^ 
GCTACAGCTTCCAGCAGCCAAAAGCAACTGTTGTTTTGGCAAGACGGTCCTGATGTACAAGCT 
TGATTGAAATTCACTGCTCACTTGATACGTTATTCAGAAACCCAAGGAATGGCTGTCCCCATC 
CTCATGTGGCTGTGTGGAGCTCAGCTGTGTTGTGTGGCAGTTTATTAAACTGTCCCCCAGATC 
GACACGCAAAAAAAAA 
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FIGURE 532 

MAAASAGATRLLLLLLMAVAAPSRARGSGCRAGTGARGAGAEGREGEACGTVGLLLEHSFEID 
DSANFRKRGSLLWNQQDGTLSLSQRQLSEEERGRLRDVAALNGLYRVRIPRRPGALDGLEAGG 
YVSSFVPACSLVESHLSDQLTLHVDVAGNVVGVSVVTHPGGCRGHEVEDVDLELFNTSVQLQP 
PTTAPGPETAAFIERLEMEQAQKAKNPQEQKSFFAKYWMYIIPVVLFLMMSGAPDTGGQGGGG 
GGGGGGGSGLCCVPPSL 

Imporiianl: fea-tures: 
Sxcfnal peptixde: 

amino acids 1-24 

Transmembrane domaxn: 

amino acids 226-243 
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FIGURE 533 

TCTGCCTCCACTGCTCTGTGCTGGGATCATGGAACTTGCACTGCTGTGTGGGCTGGTGGTGAT 
GGCTGGTGTGATTCCAATCCAGGGCGGGATCCTGAACCTGAACAAGATGGTCAAGCAAGTGAC 
TGGGAAAATGCCCATCCTCTCCTACTGGCCCTACGGCTGTCACTGCGGACTAGGTGGCAGAGG 
CCAACCCAAAGATGCCACGGACTGGTGCTGCCAGACCCATGACTGCTGCTATGACCACCTGAA 
GACCCAGGGGTGCGGCATCTACAAGGACAACAACAAAAGCAGCATACATTGTATGGATTTATC 
TCAACGCTATTGTTT7y\TGGCTGTGTTTAATGTGATCTATCTGGAAAATGAGGACTCCGAATA 
^AAAGCTATTACTAWTTNAAAAAAAAAAAAA7\AAA7\AAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA/WVAAAAAAA 
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FIGURE 534 

MELALLCGLVViyLAGVIPIQGGILNLNKMVKQVTGKMPILSYWPYGCHCGLGGRGQPKDATDWC 
CQTHDCCYDHLKTQGCGIYKDNNKSSIHCMDLSQRYCLMAVFNVIYLENEDSE 

Iiiiport:an^ features: 
Signal peptide: 

amino acids 1-17 

Transmembrane domain: 

amino acids 1-24 

N-glycosylation site . 

amino acids 8 6-89 

N-myristoylation sites . 

amino acids 20-25, 45-50 

Phospholipase A2 histidine active site. 

amino acids 63-70 
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FIGURE 535 

GCTGAGCGTGTGCGCGGTACGGGGCTCTCCTGCCTTCTGGGCTCCAACGCAGCTCTGTGGCTG 
AACTGGGTGCTCATCACGGGAACTGCTGGGCTATGGAATACAGATGTGGCAGCTCAGGTAGCC 
CCAAATTGCCTGGAAGAATACATCATGTTTTTCGATTVAGAAGTIAATTGTAGGATCCAGTTTTT 
TTTTTAACCGCCCCCTCCCCACCCCCCAAAAAAACTGTAAAGATGCAAAAACGTAATATCCAT 
GAAGATCCTATTACCTAGGAAGATTTTGATGTTTTGCTGCGAATGCGGTGTTGGGATTTATTT 
GTTCTTGGAGTGTTCTGCGTGGCTGGCAAAGAATAATGTTCCAAAATCGGTCCATCTCCCAAG 
GGGTCCAATTTTTCTTCCTGGGTGTCAGCGAGCCCTGACTCACTACAGTGCAGCTGACAGGGG 
CTGTCATGCAACTGGCCCCTAAGCCAAAGCAAAAGACCTAAGGACGACCTTTGAACAATAC7\A 
AGG ATG GGTTTCAATGTT^TTAGGCTACTGAGCGGATCAGCTGTAGCACTGGTTATAGCCCCC 
ACTGTCTTACTGACAATGCTTTCTTCTGCCGAACGAGGATGCCCTAAGGGCTGTAGGTGTGAA 
GGC7\AAATGGTATATTGTGAATCTCAGAAATTACAGGAGATACCCTCAAGTATATCTGCTGGT 
TGCTTAGGTTTGTCCCTTCGCTATAACAGCCTTCAAAAACTTAAGTATAATCAATTTAAAGGG 
CTCAACCAGCTCACCTGGCTATACCTTGACCATAACCATATCAGCAATATTGACGAAAATGCT 
TTTAATGGAATACGCAGACTCAAAGAGCTGATTCTTAGTTCCAATAGAATCTCCTATTTTCTT 
AACAATACCTTCAGACCTGTGACAAATTTACGGAACTTGGATCTGTCCTATAATCAGCTGCAT 
TCTCTGGGATCTGAACAGTTTCGGGGCTTGCGGAAGCTGCTGAGTTTACATTTACGGTCTAAC 
TCCCTGAGAACCATCCCTGTGCGAATATTCCAAGACTGCCGCAACCTGGAACTTTTGGACCTG 
GGATATAACCGGATCCGAAGTTTAGCCAGGAATGTCTTTGCTGGCATGATCAGACTCAAAGAA 
CTTCACCTGGAGCACAATCAATTTTCCAAGCTCAACCTGGCCCTTTTTCCAAGGTTGGTCAGC 
CTTCAGAACCTTTACTTGCAGTGGAATAAAATCAGTGTCATAGGACAGACCATGTCCTGGACC 
TGGAGCTCCTTACAAAGGCTTGATTTATCAGGCAATGAGATCGAAGCTTTCAGTGGACCCAGT 
GTTTTCCAGTGTGTCCCGAATCTGCAGCGCCTCAACCTGGATTCCAACAAGCTCACATTTATT 
GGTCAAGAGATTTTGGATTCTTGGATATCCCTCAATGACATCAGTCTTGCTGGGAATATATGG 
GAATGCAGCAGAAATATTTGCTCCCTTGTAAACTGGCTGAAAAGTTTTAAAGGTCTAAGGGAG 
AATACAATTATCTGTGCCAGTCCCAAAGAGCTGCAAGGAGTAAATGTGATCGATGCAGTGAAG 
AACTACAGCATCTGTGGCAAAAGTACTACAGAGAGGTTTGATCTGGCCAGGGCTCTCCCAAAG 
CCGACGTTTAAGCCCAAGCTCCCCAGGCCGAAGCATGAGAGCAAACCCCCTTTGCCCCCGACG 
GTGGGAGCCACAGAGCCCGGCCCAGAGACCGATGCTGACGCCGAGCACATCTCTTTCCATAAA 
ATCATCGCGGGCAGCGTGGCGCTTTTCCTGTCCGTGCTCGTCATCCTGCTGGTTATCTACGTG 
TCATGGAAGCGGTACCCTGCGAGCATGAAGCAGCTGCAGCAGCGCTCCCTCATGCGAAGGCAC 
AGGAAAAAGAAAAGACAGTCCCTAAAGCAAATGACTCCCAGCACCCAGGAATTTTATGTAGAT 
TATAAACCCACCAACACGGAGACCAGCGAGATGCTGCTGAATGGGACGGGACCCTGCACCTAT 
AACAAATCGGGCTCCAGGGAGTGTGAGGTATGAACCATTGTGATAAAAAGAGCTCTTAAAAGC 
TGGGAAATAAGTGGTGCTTTATTGAACTCTGGTGACTATCAAGGGAACGCGATGCCCCCCCTC 
CCCTTCCCTCTCCCTCTCACTTTGGTGGCAAGATCCTTCCTTGTCCGTTTTAGTGCATTCATA 
ATACTGGTCATTTTCCTCTCATACATAATCAACCCATTGAAATTTAAATACCACAATCAATGT 
GAAGCTTGAACTCCGGTTTAATATAATACCTATTGTATAAGACCCTTTACTGATTCCATTAAT 
GTCGCATTTGTTTTAAGATAAAACTTCTTTCATAGGTAAAAAAAAAAA 
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FIGURE 536 

MGFNVIRLLSGSAVALVIAPTVLLTMLSSAERGCPKGCRCEGKMVYCESQKLQEIPSSISAGC 
LGLSLRYNSLQKLKYNQFKGLNQLTWLYLDHNHISNIDENAFNGIRRLKELILSSNRISYFLN 
NTFRPVTNLRNLDLSYNQLHSLGSEQFRGLRKLLSLHLRSNSLRTIPVRIFQDCRNLELLDLG 
YNRIRSLARNVFAGMIRLKELHLEHNQFSKLNLALFPRLVSLQNLYLQWNKISVIGQTMSWTW 
SSLQRLDLSGNEIEAFSGPSVFQCVPNLQRLNLDSNKLTFIGQEILDSWISLNDISLAGNIWE 
CSRNICSLVNWLKSFKGLRENTIICASPKELQGVNVIDAVKNYSICGKSTTERFDLARALPKP 
TFKPKLPRPKHESKPPLPPTVGATEPGPETDADAEHISFHKIIAGSVALFLSVLVILLVIYVS 
WKRYPASMKQLQQRSLMRRHRKKKRQSLKQMTPSTQEFYVDYKPTNTETSEMLLNGTGPCTYN 
KSGSRECEV 

Impor'tant: £eat:ures : 
Signal pepbxde: 

amino acids 1-33 

Transmembrane domaxn: 

amino acids 420-442 

N-glycosylat±on s±1:es . 

amino acids 126-129, 357-360, 496-499, 504-507 

cAMP- and cGMP-dependen^ protein kinase phosphorylat:lon site. 

amino acids 4 65-4 68 

Tyrosine kinase phosphorylatilon site. 

amino acids 136-142 

N-myrlsteyla'blon sites . 

amino acids 11-16, 33-38, 245-250, 332-337, 497-502, 507-512 



BNSDOCID: <WO ^01404eeA2J_> 



wo 01/40466 



PCT/USOO/32678 



537/550 



FIGURE 537 



GGGACTACAAGCCGCGCCGCGCTGCCGCTGGCCCCTCAGCAACCCTCGACATGGCGCTGAGGCGGCCACCGCGAC 
TCCGGCTCTGCGCTCGGCTGCCTGACTTCTTCCTGCTGCTGCTTTTCAGGGGCTGCCTGATAGGGGCTGTAAATC 
TCAAATCCAGCAATCGAACCCCAGTGGTACAGGAATTTG7VAAGTGTGGAACTGTCTTGCATCATTACGGATTCGC 
AGACAAGTGACCCCAGGATCGAGTGGAAGAAAATTCAAGATGAACAAACCACATATGTGTTTTTTGACAACAAAA 
TTCAGGGAGACTTGGCGGGTCGTGCAGAAATACTGGGGAAGACATCCCTGAAGATCTGGAATGTGACACGGAGAG 
ACTCAGCCCTTTATCGCTGTGAGGTCGTTGCTCGAAATGACCGCAAGGAAATTGATGAGATTGTGATCGAGTTAA 
CTGTGCAAGTGAAGCCAGTGACCCCTGTCTGTAGAGTGCCGAAGGCTGTACCAGTAGGCAAGATGGCAACACTGC 
ACTGCCAGGAGAGTGAGGGCCACCCCCGGCCTCACTACAGCTGGTATCGCAATGATGTACCACTGCCCACGGATT 
CCAGAGCCAATCCCAGATTTCGCAATTCTTCTTTCCACTTAAACTCTGAAACAGGCACTTTGGTGTTCACTGCTG 
TTCACAAGGACGACTCTGGGCAGTACTACTGCATTGCTTCCAATGACGCAGGCTCAGCCAGGTGTGAGGAGCAGG 
AGATGGAAGTCTATGACCTGAACATTGGCGGAATTATTGGGGGGGTTCTGGTTGTCCTTGCTGTACTGGCCCTGA 
TCACGTTGGGCATCTGCTGTGCATACAGACGTGGCTACTTCATCAACAATAAACAGGATGGAGAAAGTTACAAGA 
ACCCAGGGAAACCAGATGGAGTTAACTACATCCGCACTGACGAGGAGGGCGACTTCAGACACAAGTCATCGTTTG 
TGATCTGAGACCCGCGGTGTGGCTGAGAGCGCACAGAGCGCACGTGCACATACCTCTGCTAGAAACTCCTGTCAA 
GGCAGCGAGAGCTGATGCACTCGGACAGAGCTAGACACTCATTCAGAAGCTTTTCGTTTTGGCCAAAGTTGACCA 
CTACTCTTCTTACTCTAACAAGCCACATGAATAGAAGAATTTTCCTCAAGATGGACCCGGTAAATATAACCACAA 
GGAAGCGAAACTGGGTGCGTTCACTGAGTTGGGTTCCTAATCTGTTTCTGGCCTGATTCCCGCATGAGTATTAGG 
GTGATCTTAAAGAGTTTGCTCACGTAAACGCCCGTGCTGGGCCCTGTGAAGCCAGCATGTTCACCACTGGTCGTT 
CAGCAGCCACGACAGCACCATGTGAGATGGCGAGGTGGCTGGACAGCACCAGCAGCGCATCCCGGCGGGAACCCA 
GAAAAGGCTTCTTACACAGCAGCCTTACTTCATCGGCCCACAGACACCACCGCAGTTTCTTCTTAT^GGCTCTGC 
TGATCGGTGTTGCAGTGTCCATTGTGGAGAAGCTTTTTGGATCAGCATTTTGTAAAAACAACCAAAATCAGGAAG 
GTAAATTGGTTGCTGGAAGAGGGATCTTGCCTGAGGAACCCTGCTTGTCCAACAGGGTGTCAGGATTTAAGGAAA 
ACCTTCGTCTTAGGCTAAGTCTGAAATGGTACTGAAATATGCTTTTCTATGGGTCTTGTTTATTTTATAAAATTT 
TACATCTAAATTTTTGCTAAGGATGTATTTTGATTATTGAAAAGAAAATTTCTATTTAAACTGTAAATATATTGT 
CATACAATGTTAAATAACCTATTTTTTTAAAAAAGTTCAACTTAAGGTAGAAGTTCCAAGCTACTAGTGTTAAAT 
TGGAAAATATCAATAATTAAGAGTATTTTACCCAAGGAATCCTCTCATGGAAGTTTACTGTGATGTTCCTTTTCT 
CACACAAGTTTTAGCCTTTTTCACAAGGG7VACTCATACTGTCTACACATCAGACCATAGTTGCTTAGGAAACCTT 
TAAAAATTCCAGTTAAGCAATGTTGAAATCAGTTTGCATCTCTTCAAAAGAAACCTCTCAGGTTAGCTTTGAACT 
GCCTCTTCCTGAGATGACTAGGACAGTCTGTACCCAGAGGCCACCCAGAAGCCCTCAGATGTACATACACAGATG 
CCAGTCAGCTCCTGGGGTTGCGCCAGGCGCCCCCGCTCTAGCTCACTGTTGCCTCGCTGTCTGCCAGGAGGCCCT 
GCCATCCTTGGGCCCTGGCAGTGGCTGTGTCCCAGTGAGCTTTACTCACGTGGCCCTTGCTTCATCCAGCACAGC 
TCTCAGGTGGGCACTGCAGGGACACTGGTGTCTTCCATGTAGCGTCCCAGCTTTGGGCTCCTGTAACAGACCTCT 
TTTTGGTTATGGATGGCTCACAAAATAGGGCCCCCAATGCTATTTTTTTTTTTTAAGTTTGTTTAATTATTTGTT 
AAGATTGTCTAAGGCCAAAGGCAATTGCGAAATCAAGTCTGTCAAGTACAATAACATTTTTAAAAGAAAATGGAT 
CCCACTGTTCCTCTTTGCCACAGAGAAAGCACCCAGACGCCACAGGCTCTGTCGCATTTCAAAACAAACCATGAT 
GGAGTGGCGGCCAGTCCAGCCTTTTAAAGAACGTCAGGTGGAGCAGCCAGGTGAAAGGCCTGGCGGGGAGGAAAG 
TGAAACGCCTGAATCAAAAGCAGTTTTCTAATTTTGACTTTAAATTTTTCATCCGCCGGAGACACTGCTCCCATT 
TGTGGGGGGACATTAGCAACATCACTCAGAAGCCTGTGTTCTTCAAGAGCAGGTGTTCTCAGCCTCACATGCCCT 
GCCGTGCTGGACTCAGGACTGAAGTGCTGTAAAGCAAGGAGCTGCTGAGAAGGAGCACTCCACTGTGTGCCTGGA 
GAATGGCTCTCACTACTCACCTTGTCTTTCAGCTTCCAGTGTCTTGGGTTTTTTATACTTTGACAGCTTTTTTTT 
AATTGCATACATGAGACTGTGTTGACTTTTTTTAGTTATGTGAAACACTTTGCCGCAGGCCGCCTGGCAGAGGCA 
GGAAATGCTCCAGCAGTGGCTCAGTGCTCCCTGGTGTCTGCTGCATGGCATCCTGGATGCTTAGCATGCAAGTTC 
CCTCCATCATTGCCACCTTGGTAGAGAGGGATGGCTCCCCACCCTCAGCGTTGGGGATTCACGCTCCAGCCTCCT 
TCTTGGTTGTCATAGTGATAGGGTAGCCTTATTGCCCCCTCTTCTTATACCCTAAAACCTTCTACACTAGTGCCA 
TGGGAACCAGGTCTGAAAAAGTAGAGAGAAGTGAAAGTAGAGTCTGGGAAGTAGCTGCCTATAACTGAGACTAGA 
CGGAAAAGGAATACTCGTGTATTTTAAGATATGAATGTGACTCAAGACTCGAGGCCGATACGAGGCTGTGATTCT 
GCCTTTGGATGGATGTTGCTGTACACAGATGCTACAGACTTGTACTAACACACCGTAATTTGGCATTTGTTTAAC 
CTCATTTATAAAAGCTTCA7WVAAACCCA 
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FIGURE 538 

MALRRPPRLRLCARLPDFFLLLLFRGCLIGAVNLKSSNRTPVVQEFESVELSCIITDSQTSDP 
RIEWKKIQDEQTTYVFFDNKIQGDLAGRAEILGKTSLKIWNVTRRDSALYRCEVVARNDRKEI 
DEIVIELTVQVKPVTPVCRVPKAVPVGKMATLHCQESEGHPRPHYSWYRNDVPLPTDSRANPR 
FRNSSFHLNSETGTLVFTAVHKDDSGQYYCIASNDAGSARCEEQEMEVYDLNIGGIIGGVLVV 
LAVLALITLGICCAYRRGYFINNKQDGESYKNPGKPDGVNYIRTDEEGDFRHKSSFVI 

Impor'kan-t features : 
Signal peptide : 

amino acids 1-30 

Transmembrane domain: 

amino acids 243-263 

N*glycosylat:ion sites . 

amino acids 104-107, 192-195 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 107-110 

Casein kinase 11 phosphorylation site. 

amino acids 106-109, 296-299 

Tyrosine kinase phosphorylation site. 

amino acids 69-77 

N-myristoylation sites . 

amino acids 26-31, 215-220, 226-231, 243-248, 244-249, 262-267 
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FIGURE 539 

CCAGGACCAGGGCGCACCGGCTCAGCCTCTCACTTGTCAGAGGCCGGGGAAGAGAAGCAAAGC 
GCAACGGTGTGGTCCAAGCCGGGGCTTCTGCTTCGCCTCTAGGACATACACGGGACCCCCTAA 
CTTCAGTCCCCCAAACGCGCACCCTCGAAGTCTTGTiLACTCCAGCCCCGCACATCCACGCGCGG 
CACAGGCGCGGCAGGCGGCAGGTCCCGGCCGAAGGCGATGCGCGCAGGGGGTCGGGCAGCTGG 
GCTCGGGCGGCGGGAGTAGGGCCCGGCAGGGAGGCAGGGAGGCTGCATATTCAGAGTCGCGGG 
CTGCGCCCTGGGCAGAGGCCGCCCTCGCTCCACGCAACACCTGCTGCTGCCACCGCGCCGCGA 
TGAGCCGCGTGGTCTCGCTGCTGCTGGGCGCCGCGCTGCTCTGCGGCCACGGAGCCTTCTGCC 
GCCGCGTGGTCAGCGGCCAAAAGGTGTGTTTTGCTGACTTCAAGCATCCCTGCTACAAAATGG 
CCTACTTCCATGAACTGTCCAGCCGAGTGAGCTTTCAGGAGGCACGCCTGGCTTGTGAGAGTG 
AGGGAGGAGTCCTCCTCAGCCTTGAGAATGAAGCAGAACAGAAGTTAATAGAGAGCATGTTGC 
AAAACCTGACAAAACCCGGGACAGGGATTTCTGATGGTGATTTCTGGATAGGGCTTTGGAGGA 
ATGGAGATGGGCAAACATCTGGTGCCTGCCCAGATCTCTACCAGTGGTCTGATGGAAGCAATT 
CCCAGTACCGTUU^CTGGTACACAGATGAACCTTCCTGCGGAAGTGAAAAGTGTGTTGTGATGT 
ATCACCAACCAACTGCCAATCCTGGCCTTGGGGGTCCCTACCTTTACCAGTGGAATGATGACA 
GGTGTAACATGAAGCACAATTATATTTGCAAGTATGAACCAGAGATTT^TCCAACAGCCCCTG 
TAG7\AAAGCCTTATCTTACAAATCAACCAGGAGACACCCATCAGAATGTGGTTGTTACTGAAG 
CAGGTATAATTCCCAATCTAATTTATGTTGTTATACCAACAATACCCCTGCTCTTACTGATAC 
TGGTTGCTTTTGGT^CCTGTTGTTTCCAGATGCTGCATAAAAGTAAAGGTy^GAACAAAAACTA 
GTCCAAACCAGTCTACACTGTGGATTTCAAAGAGTACCAGAAAAGA7\AGTGGCATGGAAGTAT 
AATAACTCATTGACTTGGTTCCAGAATTTTGTAATTCTGGATCTGTATAAGGAATGGCATCAG 
AACAATAGCTTGGAATGGCTTGAAATCACAAAGGATCTGCAAGATGAACTGTAAGCTCCCCCT 
TGAGGCAAATATTAAAGTAATTTTTATATGTCTATTATTTCATTTAAAGAATATGCTGTGCTA 
ATAATGGAGTGAGACATGCTTATTTTGCTAAAGGATGCACCCAAACTTCAAACTTCAAGCAAA 
TGAAATGGACAATGCAGATTW^GTTGTTATCAACACGTCGGGAGTATGTGTGTTAGAAGCAAT 
TCCTTTTATTTCTTTCACCTTTCATAAGTTGTTATCTAGTCAATGTAATGTATATTGTATTGA 
AATTTACAGTGTGCAAAAGTATTTTACCTTTGCATAAGTGTTTGATAAAAATGAACTGTTCTA 
ATATTTATTTTTATGGCATCTCATTTTTCAATACATGCTCTTTTGATTAAAGAAACTTATTAC 
TGTTGTCAACTGAATTCACACACACACAAATATAGTACCATAGAAAAAGTTTGTTTTCTCGAA 
ATAATTCATCTTTCAGCTTCTCTGCTTTTGGTCAATGTCTAGGAAATCTCTTCAGAAATAAGA 
AGCTATTTCATTAAGTGTGATATAAACCTCCTCAAACATTTTACTTAGAGGCAAGGATTGTCT 
AATTTCAATTGTGCAAGACATGTGCCTTATAATTATTTTTAGCTTAAAATTA7U\CAGATTTTG 
TAATAATGTAACTTTGTTAATAGGTGCATT^AACACTAATGCAGTCAATTTGAACATVAAGAAGT 
GACATACACAATATAAATCATATGTCTTCACACGTTGCCTATATTy^TGAGAAGCAGCTCTCTG 
AGGGTTCTGAAATCAATGTGGTCCCTCTCTTGCCCACTAAACAAAGATGGTTGTTCGGGGTTT 
GGGATTGACACTGGAGGCAGATAGTTGCAAAGTTAGTCTAAGGTTTCCCTAGCTGTATTTAGC 
CTCTGACTATATTAGTATACAAAGAGGTCATGTGGTTGAGACCAGGTGAATAGTCACTATCAG 
TGTGGAGACAAGCACAGCACACAGACATTTTAGGAAGGAAAGGAACTACGAAATCGTGTGAAA 
ATGGGTTGGAACCCATCAGTGATCGCATATTCATTGATGAGGGTTTGCTTGAGATAGAAAATG 
GTGGCTCCTTTCTGTCTTATCTCCTAGTTTCTTCAATGCTTACGCCTTGTTCTTCTCAAGAGA 
AAGTTGTAACTCTCTGGTCTTCATATGTCCCTGTGCTCCTTTTAACCAAATAAAGAGTTCTTG 
TTTCTGGGGGAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 540 

MSRVVSLLLGAALLCGHGAFCRRVVSGQKVCFADFKHPCYKMAYFHELSSRVSFQEARLACES 
EGGVLLSLENEAEQKLIESMLQNLTKPGTGISDGDFWIGLWRNGDGQTSGACPDLYQWSDGSN 
SQYRNWYTDEPSCGSEKCVVMYHQPTANPGLGGPYLYQWNIDDRCNMKHNYICKYEPEINPTAP 
VEKPYLTNQPGDTHQNVVVTEAGIIPNLIYVVIPTIPLLLLILVAFGTCCFQiyiLHKSKGRTKT 
SPNQSTLWISKSTRKESGMEV 

Ixaportant features : 
Signal peptxcle: 

amino acids 1-21 

Transmembrane doxoain: 

amino acids 214-235 

N-glycosylatlon sites . 

amino acids 86-89 and 255-258 

gAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 266-269 

N-myrlstoylatlon sites . 

amino acids 27-32, 66-71, 91-96, 93-98, 102-107, 109-114, 140-145 
and 212-217 
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FIGURE 541 



GGAGAATGGAGAGAGCAGTGAGAGTGGAGTCCGGGGTCCTGGTCGGGGTGGTCTGTCTGCTCCTGGCATGCCCTG 
CCACAGCCACTGGGCCCGAAGTTGCTCAGCCTGAAGTAGACACCACCCTGGGTCGTGTGCGAGGCCGGCAGGTGG 
GCGTGAAGGGCACAGACCGCCTTGTGAATGTCTTTCTGGGCATTCCATTTGCCCAGCCGCCACTGGGCCCTGACC 
GGTTCTCAGCCCCACACCCAGCACAGCCCTGGGAGGGTGTGCGGGATGCCAGCACTGCGCCCCCAATGTGCCTAC 
AAGACGTGGAGAGCATGAACAGCAGCAGATTTGTCCTCAACGGAAAACAGCAGATCTTCTCCGTTTCAGAGGACT 
GCCTGGTCCTCAACGTCTATAGCCCAGCTGAGGTCCCCGCAGGGTCCGGTAGGCCGGTCATGGTATGGGTCCATG 
GAGGCGCTCTGATAACTGGCGCTGCCACCTCCTACGATGGATCAGCTCTGGCTGCCTATGGGGATGTGGTCGTGG 
TTACAGTCCAGTACCGCCTTGGGGTCCTTGGCTTCTTCAGCACTGGAGATGAGCATGCACCTGGCAACCAGGGCT 
TCCTAGATGTGGTAGCTGCTTTGCGCTGGGTGCAAGAAT^ACATCGCCCCCTTCGGGGGTGACCTCAACTGTGTCA 
CTGTCTTTGGTGGATCTGCCGGTGGGAGCATCATCTCTGGCCTGGTCCTGTCCCCAGTGGCTGCAGGGCTGTTCC 
ACAGAGCCATCACACAGAGTGGGGTCATCACCACCCCAGGGATCATCGACTCTCACCCTTGGCCCCTAGCTCAGA 
A7^»TCGC»JLACACCTTGGCCTGCAGCTCCAGCTCCCCGGCTGAGATGGTGCAGTGCCTTCAGCAGAAAGAAGGAG 
AAGAGCTGGTCCTTAGCAAGAAGCTGAAAAATACTATCTATCCTCTCACCGTTGATGGCACTGTCTTCCCCAAAA 
GCCCCAAGGAACTCCTG7\AGGAGAAGCCCTTCCACTCTGTGCCCTTCCTCATGGGTGTCAACAACCATGAGTTCA 
GCTGGCTCATCCCCAGGGGCTGGGGTCTCCTGGATACAATGGAGCAGATGAGCCGGGAGGACATGCTGGCCATCT 
CAACACCCGTCTTGACCAGTCTGGATGTGCCCCCTGAGATGATGCCCACCGTCATAGATGAATACCTAGGAAGCA 
ACTCGGACGCACAAGCCAAATGCCAGGCGTTCCAGGAATTCATGGGTGACGTATTCATCAATGTTCCCACCGTCA 
GTTTTTCTU^GATACCTTCGAGATTCTGGAAGCCCTGTCTTTTTCTATGAGTTCCAGCATCGACCCAGTTCTTTTG 
CGAAGATCAAACCTGCCTGGGTGAAGGCTGATCATGGGGCCGAGGGTGCTTTTGTGTTCGGAGGTCCCTTCCTCA 
TGGACGAGAGCTCCCGCCTGGCCTTTCCAGAGGCCACAGAGGAGGAGAAGCAGCTAAGCCTCACCATGATGGCCC 
AGTGGACCCACTTTGCCCGGACAGGGGACCCCAATAGCAAGGCTCTGCCTCCTTGGCCCCAATTCAACCAGGCGG 
AACAATATCTGGAGATCAACCCAGTGCCACGGGCCGGACAGAAGTTCAGGGAGGCCTGGATGCAGTTCTGGTCAG 
AGACGCTCCCCAGCAAGATACAACAGTGGCACCAGAAGCAGAAGAACAGGAAGGCCCAGGAGGACCTCTGAGGCC 
AGGCCTGAACCTTCTTGGCTGGGGCAAACCACTCTTCAAGTGGTGGCAGAGTCCCAGCACGGCAGCCCGCCTCTC 
CCCCTGCTGAGACTTTAATCTCCACCAGCCCTTAAAGTGTCGGCCGCTCTGTGACTGGAGTTATGCTCTTTTGAA 
ATGTCACAAGGCCGCCTCCCACCTCTGGGGCATTGTACAAGTTCTTCCCTCTCCCTGAAGTGCCTTTCCTGCTTT 
CTTCGTGGTAGGTTCTAGCACATTCCTCTAGCTTCCTGGAGGACTCACTCCCCAGGAAGCCTTCCCTGCCTTCTC 
TGGGCTGTGCGGCCCCGAGTCTGCGTCCATTAGAGCACAGTCCACCCGAGGCTAGCACCGTGTCTGTGTCTGTCT 
CCCCCTCAGAGGAGCTCTCTCAAAATGGGGATTAGCCTAACCCCACTCTGTCACCCACACCAGGATCGGGTGGGA 
CCTGGAGCTAGGGGGTGTTTGCTGAGTGAGTGAGTGAAACACAGAATATGGGTU^TGGCAGCTGCTGAACTTGAAC 
CCAGAGCCTTCAGGTGCCAAAGCCATACTCAGGCCCCCACCGACATTGTCCACCCTGGCCAGAAGGGTGCATGCC 
AATGGCAGAGACCTGGGATGGGAGAAGTCCTGGGGCGCCAGGGGATCCAGCCTAGAGCAGACCTTAGCCCCTGAC 
TMGGCCTCAGACTAGGGCGGGAGGGGTCTCCTCCTCTCTGCTGCCCAGTCCTGGCCCCTGCACAAGACAACAGA 
ATCCATCAGGGCCATGAGTGTCACCCAGACCTGACCCTCACCAATTCCAGCCCCTGACCCTCAGGACGCTGGATG 
CCAGCTCCCAGCCCCAGTGCCGGGTCCTCCCTCCCTTCCTGGCTTGGGGAGACCAGTTTCTGGGGAGCTTCCAAG 
AGCACCCACCAAGACACAGCAGGACAGGCCAGGGGAGGGCATCTGGACCAGGGCATCCGTCGGGCTATTGTCACA 
GAGAAAAGAAGAGACCCACCCACTCGGGCTGCAAAAGGTGAAAAGCACCAAGAGGTTTTCAGATGGAAGTGAGAG 
GTGACAGTGTGCTGGCAGCCCTCACAGCCCTCGCTTGCTCTCCCTGCCGCCTCTGCCTGGGCTCCCACTTTGGCA 
GCACTTGAGGAGCCCTTCAACCCGCCGCTGCACTGTAGGAGCCCCTTTCTGGGCTGGCCAAGGCCGGAGCCAGCT 
CCCTCAGCTTGCGGGGAGGTGCGGAGGGAGAGGGGCGGGCAGG/U^CCGGGGCTGCGCGCAGCGCTTGCGGGCCAG 
AGTGAGTTCCGGGTGGGCGTGGGCTCGGCGGGGCCCCACTCAGAGCAGCTGGCCGGCCCCAGGCAGTGAGGGCCT 
TAGCACCTGGGCCAGCAGCTGCTGTGCTCGATTTCTCGCTGGGCCTTAGCTGCCTCCCCGCGGGGCAGGGCTCGG 
GACCTGCAGCCCTCCATGCCTGACCCTCCCCCCACCCCCCGTGGGCTCCTGTGCGGCCGGAGCCTCCCCAAGGAG 
CGCCGCCCCCTGCTCCACAGCGCCCAGTCCCATCGACCACCCAAGGGCTGAGGAGTGCGGGTGCACAGCGCGGGA 
CTGGCAGGCAGCTCCACCTGCTGCCCCAGTGCTGGATCCACTGGGTGAAGCCAGCTGGGCTCCTGAGTCTGGTGG 
GGACTTGGAGAACCTTTATGTCTAGCTAAGGGATTGTAAATACACCGATGGGCACTCTGTATCTAGCTCT^GGTT 
TGTAAACACACCAATCAGCACCCTGTGTCTAGCTCAGTGTTTGTGT^ATGCACCAATCCACACTCTGTATCTGGCT 
ACTCTGGTGGGGACTTGGAGAACCTTTGTGTCCACACTCTGTATCTAGCTAATCTAGTGGGGATGTGGAGAACCT 
TTGTGTCTAGCTCAGGGATCGTAAACGCACCAATCAGCACCCTGTCAAAACAGACCACTTGACTCTCTGTAAAAT 
GGACCAATCAGCAGGATGTGGGTGGGGCGAGACAAGAGAATAAAAGCAGGCTGCCTGAGCCAGCAGTGAC7VACCC 
CCCTCGGGTCCCCTCCCACGCCGTGGAAGCTTTGTTCTTTCGCTCTTTGCAATAAATCTTGCTACTGCCCAAAA 
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FIGURE 542 

MERAVRVESGVLVGVVCLLLACPATATGPEVAQPEVDTTLGRVRGRQVGVKGTDRLVNVFLGI 
PFAQPPLGPDRFSAPHPAQPWEGVRDASTAPPMCLQDVESMNSSRFVLNGKQQIFSVSEDCLV 
LNVYSPAEVPAGSGRPVMVWVHGGALITGAATSYDGSALAAYGDVVVVTVQYRLGVLGFFSTG 
DEHAPGNQGFLDVVAALRWVQENIAPFGGDLNCVTVFGGSAGGSIISGLVLSPVAAGLFHRAI 
TQSGVITTPGIIDSHPWPLAQKIANTLACSSSSPAEMVQCLQQKEGEELVLSKKLKNTIYPLT 
VDGTVFPKSPKELLKEKPFHSVPFLMGVNNHEFSWLIPRGWGLLDTMEQMSREDMLAISTPVL 
TSLDVPPEMMPTVIDEYLGSNSDAQAKCQAFQEFMGDVFINVPTVSFSRYLRDSGSPVFFYEF 
QHRPSSFAKIKPAWVKADHGAEGAFVFGGPFLMDESSRLAFPEATEEEKQLSLTMMAQWTHFA 
RTGDPNSKALPPWPQFNQAEQYLEINPVPRAGQKFREAWMQFWSETLPSKIQQWHQKQKNRKA 
QEDL 

Inqport:ant: fea'tures: 
Signal pep-bxde : 

amino acids 1-2 7 

Transmembrane domain : 

amino acids 226-245 

N-glycosylatlon slt:e . 
amino acids 105-109 

N-myrlst:oyla1:lon sites . 

amino acids 10-16, 49-55, 62-68, 86-92, 150-156, 155-161, 
162-168, 217-223, 227-233, 228-234, 232-238, 262-268, 357-363, 
461-467 

Prokarycblc membrane lipoprotein lipid a'ttechmen't site. 

amino acids 12-23 

Carboxylesterases ^ype-B serine active site. 

amino acids 216-232 
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FIGURE 543 

TGTCGCCTGGCCCTCGCCATGCAGACCCCGCGAGCGTCCCCTCCCCGCCCGGCCCTCCTGCTTCTGCTGCTGCTA 
CTGGGGGGCGCCCACGGCCTCTTTCCTGAGGAGCCGCCGCCGCTTAGCGTGGCCCCCAGGGACTACCTGAACCAC 
TATCCCGTGTTTGTGGGCAGCGGGCCCGGACGCCTGACCCCCGCAGAAGGTGCTGACGACCTCAACATCCAGCGA 
GTCCTGCGGGTCAACAGGACGCTGTTCATTGGGGACAGGGACAACCTCTACCGCGTAGAGCTGGAGCCCCCCACG 
TCCACGGAGCTGCGGTACCAGAGGAAGCTGACCTGGAGATCTAACCCCAGCGACATAAACGTGTGTCGGATGAAG 
GGCAAACAGGAGGGCGAGTGTCGAAACTTCGTAAAGGTGCTGCTCCTTCGGGACGAGTCCACGCTCTTTGTGTGC 
GGTTCCAACGCCTTCAACCCGGTGTGCGCCAACTACAGCATAGACACCCTGCAGCCCGTCGGAGACAACATCAGC 
GGTATGGCCCGCTGCCCGTACGACCCCAAGCACGCCAATGTTGCCCTCTTCTCTGACGGGATGCTCTTCACAGCT 
ACTGTTACCGACTTCCTAGCCATTGATGCTGTCATCTACCGCAGCCTCGGGGACAGGCCCACCCTGCGCACCGTG 
AAACATGACTCCAAGTGGTTCAAAGAGCCTTACTTTGTCCATGCGGTGGAGTGGGGCAGCCATGTCTACTTCTTC 
TTCCGGGAGATTGCGATGGAGTTTAACTACCTGGAGAAGGTGGTGGTGTCCCGCGTGGCCCGAGTGTGCAAGAAC 
GACGTGGGAGGCTCCCCCCGCGTGCTGGAGAAGCAGTGGACGTCCTTCCTGAAGGCGCGGCTCAACTGCTCTGTA 
CCCGGAGACTCCCATTTCTACTTCAACGTGCTGCAGGCTGTCACGGGCGTGGTCAGCCTCGGGGGCCGGCCCGTG 
GTCCTGGCCGTTTTTTCCACGCCCAGCAACAGCATCCCTGGCTCGGCTGTCTGCGCCTTTGACCTGACACAGGTG 
GCAGCTGTGTTTGAAGGCCGCTTCCGAGAGCAGAAGTCCCCCGAGTCCATCTGGACGCCGGTGCCGGAGGATCAG 
GTGCCTCGACCCCGGCCCGGGTGCTGCGCAGCCCCCGGGATGCAGTACAATGCCTCCAGCGCCTTGCCGGATGAC 
ATCCTCAACTTTGTCAAGACCCACCCTCTGATGGACGAGGCGGTGCCCTCGCTGGGCCATGCGCCCTGGATCCTG 
CGGACCCTGATGAGGCACCAGCTGACTCGAGTGGCTGTGGACGTGGGAGCCGGCCCCTGGGGCAACCAGACCGTT 
GTCTTCCTGGGTTCTGAGGCGGGGACGGTCCTCAAGTTCCTCGTCCGGCCCAATGCCAGCACCTCAGGGACGTCT 
GGGCTCAGTGTCTTCCTGGAGGAGTTTGAGACCTACCGGCCGGACAGGTGTGGACGGCCCGGCGGTGGCGAGACA 
GGGCAGCGGCTGCTGAGCTTGGAGCTGGACGCAGCTTCGGGGGGCCTGCTGGCTGCCTTCCCCCGCTGCGTGGTC 
CGAGTGCCTGTGGCTCGCTGCCAGCAGTACTCGGGGTGTATGAAGAACTGTATCGGCAGTCAGGACCCCTACTGC 
GGGTGGGCCCCCGACGGCTCCTGCATCTTCCTCAGCCCGGGCACCAGAGCCGCCTTTGAGCAGGACGTGTCCGGG 
GCCAGCACCTCAGGCTTAGGGGACTGCACAGGACTCCTGCGGGCCAGCCTCTCCGAGGACCGCGCGGGGCTGGTG 
TCGGTGAACCTGCTGGTAACGTCGTCGGTGGCGGCCTTCGTGGTGGGAGCCGTGGTGTCCGGCTTCAGCGTGGGC 
TGGTTCGTGGGCCTCCGTGAGCGGCGGGAGCTGGCCCGGCGCAAGGACAAGGAGGCCATCCTGGCGCACGGGGCG 
GGCGAGGCGGTGCTGAGCGTCAGCCGCCTGGGCGAGCGCAGGGCGCAGGGTCCCGGGGGCCGGGGCGGAGGCGGT 
GGCGGTGGCGCCGGGGTTCCCCCGGAGGCCCTGCTGGCGCCCCTGATGCAGAACGGCTGGGCCAAGGCCACGCTG 
CTGCAGGGCGGGCCCCACGACCTGGACTCGGGGCTGCTGCCCACGCCCGAGCAGACGCCGCTGCCGCAGAAGCGC 
CTGCCCACTCCGCACCCGCACCCCCACGCCCTGGGCCCCCGCGCCTGGGACCACGGCCACCCCCTGCTCCCGGCC 
TCCGCTTCATCCTCCCTCCTGCTGCTGGCGCCCGCCCGGGCCCCCGAGCAGCCCCCCGCGCCTGGGGAGCCGACC 
CCCGACGGCCGCCTCTATGCTGCCCGGCCCGGCCGCGCCTCCCACGGCGACTTCCCGCTCACCCCCCACGCCAGC 
CCGGACCGCCGGCGGGTGGTGTCCGCGCCCACGGGCCCCTTGGACCCAGCCTCAGCCGCCGATGGCCTCCCGCGG 
CCCTGGAGCCCGCCCCCGACGGGCAGCCTGAGGAGGCCACTGGGCCCCCACGCCCCTCCGGCCGCCACCCTGCGC 
CGCACCCACACGTTCAACAGCGGCGAGGCCCGGCCTGGGGACCGCCACCGCGGCTGCCACGCCCGGCCGGGCACA 
GACTTGGCCCACCTCCTCCCCTATGGGGGGGCGGACAGGACTGCGCCCCCCGTGCCCTAGGCCGGGGGCCCCCCG 
ATGCCTTGGCAGTGCCAGCCACGGGAACCAGGAGCGAGAGACGGTGCCAGAACGCCGGGGCCCGGGGCAACTCCG 
AGTGGGTGCTCAAGTCCCCCCCGCGACCCACCCGCGGAGTGGGGGGCCCCCTCCGCCACAAGGAAGCACAACCAG 
CTCGCCCTCCCCCTACCCGGGGCCGCAGGACGCTGAGACGGTTTGGGGGTGGGTGGGCGGGAGGACTTTGCTATG 
GATTTGAGGTTGACCTTATGCGCGTAGGTTTTGGTTTTTTTTTGCAGTTTTGGTTTCTTTTGCGGTTTTCTAACC 
AATTGCACAACTCCGTTCTCGGGGTGGCGGCAGGCAGGGGAGGCTTGGACGCCGGTGGGGAATGGGGGGCCACAG 
CTGCAGACCTAAGCCCTCCCCCACCCCTGGAAAGGTCCCTCCCCAACCCAGGCCCCTGGCGTGTGTGGGTGTGCG 
TGCGTGTGCGTGCCGTGTTCGTGTGCAAGGGGCCGGGGAGGTGGGCGTGTGTGTGCGTGCCAGCGAAGGCTGCTG 
TGGGCGTGTGTGTCAAGTGGGCCACGCGTGCAGGGTGTGTGTCCACGAGCGACGATCGTGGTGGCCCCAGCGGCC 
TGGGCGTTGGCTGAGCCGACGCTGGGGCTTCCAGAAGGCCCGGGGGTCTCCGAGGTGCCGGTTAGGAGTTTGAAC 
CCCCCCCACTCTGCAGAGGGAAGCGGGGACAATGCCGGGGTTTCAGGCAGGAGACACGAGGAGGGCCTGCCCGGA 
AGTCACATCGGCAGCAGCTGTCTAAAGGGCTTGGGGGCCTGGGGGGCGGCGAAGGTGGGTGGGGCCCCTCTGTAA 
ATACGGCCCCAGGGTGGTGAGAGAGTCCCATGCCACCCGTCCCCTTGTGACCTCCCCCCTATGACCTCCAGCTGA 
CCATGCATGCCACGTGGCTGGCTGGGTCCTCTGCCCTCTTTGGAGTTTGCCTCCCCCAGCCCCCTCCCCATCAAT 
AAAACTCTGTTTACAACCAAAAAAAAAAAAAAAT^AAAAAAAAAA/^ 
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FIGURE 544 

MQTPRASPPRPALLLLLLLLGGAHGLFPEEPPPLSVAPRDYLNHYPVFVGSGPGRLTPAEGAD 
DLNIQRVLRVNRTLFIGDRDNLYRVELEPPTSTELRYQRKLTWRSNPSDINVCRMKGKQEGEC 
RNFVKVLLLRDESTLFVCGSNAFNPVCANYSIDTLQPVGDNISGMARCPYDPKHANVALFSDG 
MLFTATVTDFLAIDAVIYRSLGDRPTLRTVKHDSKWFKEPYFVHAVEWGSHVYFFFREIAMEF 
NYLEKVVVSRVARVCKNDVGGSPRVLEKQWTSFLKARLNCSVPGDSHFYFNVLQAVTGVVSLG 
GRPVVLAVFSTPSNSIPGSAVCAFDLTQVAAVFEGRFREQKSPESIWTPVPEDQVPRPRPGCC 
AAPGMQYNASSALPDDILNFVKTHPLMDEAVPSLGHAPWILRTLMRHQLTRVAVDVGAGPWGN 
QTVVFLGSEAGTVLKFLVRPNASTSGTSGLSVFLEEFETYRPDRCGRPGGGETGQRLLSLELD 
AASGGLLAAFPRCVVRVPVARCQQYSGCMKNCIGSQDPYCGWAPDGSCIFLSPGTRAAFEQDV 
SGASTSGLGDCTGLLRASLSEDRAGLVSVNLLVTSSVAAFVVGAVVSGFSVGWFVGLRERREL 
ARRKDKEAILAHGAGEAVLSVSRLGERRAQGPGGRGGGGGGGAGVPPEALLAPLMQNGWAKAT 
LLQGGPHDLDSGLLPTPEQTPLPQKRLPTPHPHPHALGPRAWDHGHPLLPASASSSLLLLAPA 
RAPEQPPAPGEPTPDGRLYAARPGRASHGDFPLTPHASPDRRRVVSAPTGPLDPASAADGLPR 
PWSPPPTGSLRRPLGPHAPPAATLRRTHTFNSGEARPGDRHRGCHARPGTDLAHLLPYGGADR 
TAPPVP 



Inipor'tant: features: 

Signal peptide: 

amino acids 1-25 

Transmembrane domains: 

amino acids 318-339, 598-617 

N-glycosylation sites* 

amino acids 74-78, 155-159, 167-171, 291-295, 386-390, 441-445, 
462-466 

Glycosaiainoglycan attachment sites . 

amino acids 51-55, 5.73-577 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 102-106 
N-myristoylation sites . 

amino acids 21-27, 50-56, 189-195, 333-339, 382-388, 448-454, 
490-496, 491-497, 508-514, 509-515, 531-537, 558-564, 569-575, 
574-580, 580-586, 610-616, 643-649, 663r669, 666-672, 667-673, 
668-674, 669-675, 670-676, 868-874, 879-885 
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FIGURE 545 

GATGGCGCAGCCACAGCTTCTGTGAGATTCGATTTCTCCCCAGTTCCCCTGTGGGTCTGAGGG 
GACCAGAAGGGTGAGCTACGTTGGCTTTCTGGAAGGGGAGGCTATATGCGTCAATTCCCCAAA 
ACAAGTTTTGACATTTCCCCTGAAATGTCATTCTCTATCTATTCACTGCAAGTGCCTGCTGTT 
CCAGGCCTTACCTGCTGGGCACTAACGGCGGAGCCAGGATGGGGACAGAATAAAGGAGCCACG 
ACCTGTGCCACCAACTCGCACTCAGACTCTGAACTCAGACCTGAAATCTTCTCTTCACGGGAG 
GCTTGGCAGTTTTTCTTACTCCTGTGGTCTCCAGATTTCAGGCCTAAGATGAAAGCCTCTAGT 
CTTGCCTTCAGCCTTCTCTCTGCTGCGTTTTATCTCCTATGGACTCCTTCCACTGGACTGAAG 
ACACTCAATTTGGGAAGCTGTGTGATCGCCACAT^CCTTCAGGAAATACGAAATGGATTTTCT 
GAGATACGGGGCAGTGTGCAAGCCi\AAGATGGAAACATTGACATCAGAATCTTAAGGAGGACT 
GAGTCTTTGCAAGACACTVAAGCCTGCGAATCGATGCTGCCTCCTGCGCCATTTGCTAAGACTC 
TATCTGGACAGGGTATTTATW^lACTACCAGACCCCTGACCATTATACTCTCCGGAAGATCAGC 

agcctcgccaattcctttcttaccatcaagaaggacctccggctctctcatgcccacatgaca 
tgccattgtggggaggaagcaatgaagaaatacagccagattctgagtcactttgaatvagctg 
gaacctcaggcagcagttgtgaaggctttgggggaactagacattcttctgcaatggatggag 
gagacagaataggaggaaagtgatgctgctgctaagaatattcgaggtcaagagctccagtct 
tcaatacctgcagaggaggcatgaccccaaaccaccatctctttactgtactagtcttgtgct 
ggtcacagtgtatcttatttatgcattacttgcttccttgcatgattgtctttatgcatcccc 

AATCTTAATTGAGACCATACTTGTATAAGATTTTTGTAATATCTTTCTGCTATTGGATATATT 

tattagttaatatatttatttattttttgctatttaatgtatttatttttttacttggacatg 
aaactttaaaa/y^attcacagattatatttataacctgactagagcaggtgatgtatttttat 

ACAGTAAAAA7\AA7U^CCTTGTAAATTCTAGAAGAGTGGCTAGGGGGGTTATTCATTTGTAT 
TCAACTAAGGACATATTTACTCATGCTGATGCTCTGTGAGATATTTGAAATTGAACCAATGAC 

tacttaggatgggttgtggaataagttttgatgtggaattgcacatctaccttacaattactg 
accatccccagtagactccccagtcccattu^ttgtgtatcttccagccaggaatcctacacgg 
ccagcatgtatttctacaaataaagttttctttgcataccaaaazu^aaaaaaaaaaaaa 
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FIGURE 546 

MRQFPKTSFDISPEMSFSIYSLQVPAVPGLTCWALTAEPGWGQNKGATTCATNSHSDSELRPE 
IFSSREAWQFFLLLWSPDFRPKMKASSLAFSLLSAAFYLLWTPSTGLKTLNLGSCVIATNLQE 
IRNGFSEIRGSVQAKDGNIDIRILRRTESLQDTKPANRCCLLRHLLRLYLDRVFKNYQTPDHY 
TLRKISSLANSFLTIKKDLRLSHAHMTCHCGEEAMKKYSQILSHFEKLEPQAAVVKALGELDI 
LLQWMEETE 

Istportan-b features: 
Signal peptide: 

amino acids 1-42 

csAMP- and cGMP-dependent protein kinase phosphorylation sites. 

amino acids 192-195, 225-228 

N-myristoylation sites . 

amino acids 42-47, 46-51, 136-141 
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AGCAACTCAAGTTCATCATTGTCCTGAGAGAGAGGAGCAGCGCGGTTCTCGGCCGGGACAGCA 
GAACGCCAGGGGACCCTCACCTGGGCGCGCCGGGGCACGGGCTTTGATTGTCCTGGGGTCGCG 
GAGACCCGCGCGCCTGCCCTGCACGCCGGGCGGCAACCTTTGCAGTCGCGTTGGCTGCTGCGA 
TCGGCCGGCGGGTCCCTGCCGAAGGCTCGGCTGCTTCTGTCCACCTCTTACACTTCTTCATTT 
ATCGGTGGATCATTTCGAGAGTCCGTCTTGTAAATGTTTGGCACTTTGCTACTTTATTGCTTC 
TTTCTGGCGACAGTTCCAGCACTCGCCGAGACCGGCGGAGT^AAGGCAGCTGAGCCCGGAGAAG 
AGCGAAATATGGGGACCCGGGCTAAAAGCAGACGTCGTCCTTCCCGCCCGCTATTTCTATATT 
CAGGCAGTGGATACATCAGGGAAT7yU\TTCACATCTTCTCCAGGCGAAAAGGTCTTCCAGGTG 
AAAGTCTCAGCACCAGAGGAGCAATTCACTAGAGTTGGAGTCCAGGTTTTAGACCGAAAAGAT 
GGGTCCTTCATAGTAAGATACAGAATGTATGCAAGCTACAAAAATCTGAAGGTGGAAATTAT^ 
TTCCAAGGGCAACATGTGGCCAAATCCCCATATATTTTAAAAGGGCCGGTTTACCATGAGAAC 
TGTGACTGTCCTCTGCAAGATAGTGCAGCCTGGCTACGGGAGATGAACTGCCCTGAAACCATT 
GCTCAGATTCAGAGAGATCTGGCACATTTCCCTGCTGTGGATCCAGAAAAGATTGCAGTAGAA 
ATCCCAAAAAGATTTGGACAGAGGCAGAGCCTATGTCACTACACCTTAAAGGATAACAAGGTT 
TATATCAAGACTCATGGTGAACATGTAGGTTTTAGAATTTTCATGGATGCCATACTACTTTCT 
TTGACTAGAAAGGTGAAGATGCCAGATGTGGAGCTCTTTGTTAATTTGGGAGACTGGCCTTTG 
GAAAAA7y\GAAATCCAATTCAAACATCCATCCGATCTTTTCCTGGTGTGGCTCCACAGATTCC 
AAGGATATCGTGATGCCTACGTACGATTTGACTGATTCTGTTCTGGAAACCATGGGCCGGGTA 
AGTCTGGATATGATGTCCGTGCAAGCTAACACGGGTCCTCCCTGGGAAAGCAAAAATTCCACT 
GCCGTCTGGAGAGGGCGAGACAGCCGCAAAGAGAGACTCGAGCTGGTTAAACTCAGTAGAAAA 
CACCCAGAACTCATAGACGCTGCTTTCACCAACTTTTTCTTCTTTAAACACGATGAAAACCTG 
TATGGTCCCATTGTGAAACATATTTCATTTTTTGATTTCTTCAAGCATAAGTATCAAATAAAT 
ATCGATGGCACTGTAGCAGCTTATCGCCTGCCATATTTGCTAGTTGGTGACAGTGTTGTGCTG 
AAGCAGGATTCCATCTACTATGAACATTTTTACAATGAGCTGCAGCCCTGGAAACACTACATT 
CCAGTTAAGAGCAACCTGAGCGATCTGCTAGAAAAACTTAAATGGGCGAAAGATCACGATGAA 
GAGGCCAAAAAGATAGCAAAAG.CAGGACAAGAATTTGCAAGAAATAATCTCATGGGCGATGAC 
ATATTCTGTTATTATTTCAAACTTTTCCAGGAATATGCCT^TTTACAAGTGAGTGAGCCCCAA 
ATCCGAGAGGGCATGAAAAGGGTAGAACCACAGACTGAGGACGACCTCTTCCCTTGTACTTGC 
CATAGGAAAAAGACCAAAGATGAACTCTGATATGCAAAATAACTTCTATTAGAATAATGGTGC 
TCTGAAGACTCTTCTTAACTAAAAAGAAGAATTTTTTTAAGTATTAATTCCATGGACAATATA 
AAATCTGTGTGATTGTTTGCAGTATGAAGACACATTTCTACTTATGCAGTATTCTCATGACTG 
TACTTTAAAGTACATTTTTAGAATTTTATAATAAAACCACCTTTATTTTAAAGGAAAAAAA 
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MFGTLLLYCFFLATVPALAETGGERQLSPEKSEIWGPGLKADVVLPARYFYIQAVDTSGNKFT 
SSPGEKVFQVKVSAPEEQFTRVGVQVLDRKDGSFIVRYRMYASYKNLKVEIKFQGQHVAKSPY 
ILKGPVYHENCDCPLQDSAAWLREMNCPETIAQIQRDLAHFPAVDPEKIAVEIPKRFGQRQSL 
CHYTLKDNKVYIKTHGEHVGFRIFMDAILLSLTRKVKMPDVELFVNLGDWPLEKKKSNSNIHP 
IFSWCGSTDSKDIVMPTYDLTDSVLETMGRVSLDMMSVQANTGPPWESKNSTAVWRGRDSRKE 
RLELVKLSRKHPELIDAAFTNFFFFKHDENLYGPIVKHISFFDFFKHKYQINIDGTVAAYRLP 
YLLVGDSWLKQDSIYYEHFYNELQPWKHYIPVKSNLSDLLEKLKWAKDHDEEAKKIAKAGQE 
FARNNLMGDDIFCYYFKLFQEYANLQVSEPQIREGMKRVEPQTEDDLFPCTCHRKKTKDEL 

Import:ant: features : 
Signal pept:±de: 

amino acids 1-17 

N-glycosyla-bxon sli:es . 

amino acids 302-306, 414-418 

cAMP- and cGMP-dependenh protiexn kinase pliosphoryla1:lon sites. 

amino acids 243-247, 495-499 

Tyrosine kinase phosphoryla'blon slt:e. 

amino acids 341-348 

N-myrlst:oyla^lon slt:es . 

amino acids 59-65, 118-124, 184-190, 258-264, 370-376, 439-445 

Endoplasmic reticulum i:argetlng sequence. 

amino acids 499-504 
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FIGURE 549 

GGGTGATTGAACTAAACCTTCGCCGCACCGAGTTTGCAGTACGGCCGTCACCCGCACCGCTGC 
CTGCTTGCGGTTGGAGAAATCAAGGCCCTACCGGGCCTCCGTAGTCACCTCTCTATAGTGGGC 
GTGGCCGAGGCCGGGGTGACCCTGCCGGAGCCTCCGCTGCCAGCGACATCTTCAAGGTAATTC 
AGAGGTCCGTGGGGCCAGCCAGCCTGAGCTTGCTCACCTTCAAAGTCTATGCAGCACCAAAAA 
AGGACTCACCTCCCAAAAATTCCGTGAAGGTTGATGAGCTTTCACTCTACTCAGTTCCTGAGG 
GTCAATCGAAGTATGTGGAGGAGGCAAGGAGCCAGCTTGAAGATVAGCATCTCACAGCTCCGAC 
ACTATTGCGAGCCATACACAACCTGGTGTCAGGAAACGTACTCCCAAACTAAGCCCAAGATGC 
AAAGTTTGGTTCAATGGGGGTTAGACAGCTATGACTATCTCC/y^AATGCACCTCCTGGATTTT 
TTCCGAGACTTGGTGTTATTGGTTTTGCTGGCCTTATTGGACTCCTTTTGGCTAGAGGTTC7VA 
AAATAAAGAAGCTAGTGTATCCGCCTGGTTTCATGGGATTAGCTGCCTCCCTCTATTATCCAC 
AACAAGCCATCGTGTTTGCCCAGGTCAGTGGGGAGAGATTATATGACTGGGGTTTACGAGGAT 
ATATAGTCATAGAAGATTTGTGGAAGGAGAACTTTCAAAAGCCAGGAAATGTGAAGT^TTCAC 
CTGGAACTAAG TAG AAAACTCCATGCTCTGCCATCTTAATCAGTTATAGGTAAACATTGGAAA 
CTCCATAGAATA2\ATCAGTATTTCTACAGAAAAATGGCATAGAAGTCAGTATTGAATGTATTA 
AATTGGCTTTCTTCTTCAGGAAAAACTAGACCAGACCTCTGTTATCTTCTGTGAAATCATCCT 
ACAAGCAAACTAACCTGGAATCCCTTCACCTAGAGATAATGTACAAGCCTTAGAACTCCTCAT 
TCTCATGTTGCTATTTATGTACCTAATTAAAACCCAAGTTTAAAAAAAAAAT^AAAAAAAAAAA 
AAAAAAAAAAAAA7\AAA 
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FIGURE 550 

MFKVIQRSVGPASLSLLTFKVYAAPKKDSPPKNSVKVDELSLYSVPEGQSKYVEEARSQLEES 
ISQLRHYCEPYTTWCQETYSQTKPKMQSLVQWGLDSYDYLQNAPPGFFPRLGVIGFAGLIGLL 
LARGSKIKKLVYPPGFMGLAASLYYPQQAIVFAQVSGERLYDWGLRGYIVIEDLWKENFQKPG 
NVKNSPGTK 

Iggpor'taRfe f ea'bures : 
Signal peptide: 

Amino acids 1-23 

Transmembrane domain: 

Amino acids 111-130 

cAMP- and c®lP*dependen't protein kinase phosphoryla-tion si-te: 

Amino acids 26-30 

Tyrosine kinase phosplioryla^on site: 

Amino acids 36-44 

N-myristeyla'bion sites: 

Amino acids 124-130 ; 144-150; 189-195 
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2. I I Claims Nos,: 

— because they relate to parts of the International Application that do not comply with the preserved requirements to such 
an extent that no meaningful international Search can be carried out. specifically: 



3. Claims Nos.: 

— because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a}. 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



see additional sheet 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
I — 1 searchatiie claims. 

2. j As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
— of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
< — 1 covers only those claims for which fees were paid, specifically claims Nos.: 



4. I Y I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered ty claims Nos.: 



1-20 and 69-71. all partially 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

Invention 1: claims 1-20 and 69-71, all partially 

PR0177: nucleic acid with seq.ID.l, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.2 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.2 using said host, the isolated protein or one having 
at least 80% homology thereto* a chimeric protein of said 
peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said polypeptide. 



Inventions 2-242: claims 1-20 and 69-71, 
all partially 



Subject matter as defined for invention 1, but related to 
the respective nucleic acid/polypeptide sequences of: 
Invention 2: PR03574, represented by seq.ID.s 3 and 4, 
Invention 3: PRO1280, represented by seq.ID.s 5 and 6, 
Invention 4: PR04984, represented by seq.ID's 7 and 8, 

invention 15: PR01471, represented by seq.ID.s 29 and 30, 
(PR01114 skipped; follows below) 

Invention 16: PRO1076, represented by seq.ID.s 33 and 34, ... 

Invention 92: PR04345, represented by seq.ID.s 185 and 186, 
(PR04978 skipped; follows below) 

Invention 93: PR04327, represented by seq.ID.s 221 and 222, 

invention 107: PR06028, represented by seq.ID.s 217 and 218, 
(PRO100 skipped; follows below) 

Invention 108: PR04327, represented by seq.ID.s 221 and 222, 

invention 132: PR0197, represented by seq.ID.s 269 and 270, 
(PR0195 skipped; follows below) 

Invention 133: PR0187, represented by seq.ID.s 273 and 274, 
(PR0182 skipped: follows below) 

Invention 134: PR0188, represented by seq.ID.s 277 and 278, 

invention 136: PR0184, represented by seq.ID.s 281 and 282, 
(PR0185 skipped: follows below) 

Invention 137: PRO200, represented by seq.ID.s 285 and 286, 
(PRO202 skipped: follows below) 

Invention 138: PR0214, represented by seq.ID.s 289 and 290, 
(PR0215 skipped: follows below) 

Invention 139: PR0219, represented by seq.ID.s 293 and 294, 
(PR0211 skipped: follows below) 

Invention 140: PRO220, represented by seq.ID.s 297 and 298, 

(PR0366, PR0216, PR0221 skipped: follows below) 

Invention 141: PR0228, represented by seq.ID.s 305 and 306, 
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(PR0217, PR0222, PR0224 skipped: follows below) 

Invention 142: PR0230, represented by seq.ID.s 313 and 314. 

(PR0198 skipped: follows below) 

Invention 143: PR0226, represented by seq.ID.s 317 and 318, 

invention 151: PR0323, represented by seq.ID.s 333 and 334, 
(PR0245 skipped: follows below) 

Invention 152: PR0246, represented by seq.ID.s 337 and 338, 

invention 155: PR0257, represented by seq.ID.s 343 and 344, 
(PR0172 skipped: follows below) 

Invention 156: PR0258, represented by seq.ID.s 347 and 348, 
(PR0265 skipped: follows below) 

Invention 157: PR0326, represented by seq.ID.s 351 and 352, 
(PR0266 skipped: follows below) 

Invention 158: PR0269, represented by seq.ID.s 355 and 356, 



Invention 160: PR0328, represented by seq.ID.s 359 and 360, 
(PR0344 skipped: follows below) 

Invention 161: PR0272, represented by seq.ID.s 363 and 364, 
(PR0301 skipped: follows below) 

Invention 162: PR0331, represented by seq.ID.s 367 and 368, 

invention 165: PRO310, represented by seq.ID.s 373 and 374, 
(PR0337 skipped: follows below) 

Invention 166: PR0346, represented by seq.ID.s 377 and 378, 

Invention 167: PR0350, represented by seq.ID.s 379 and 380, 
(PR0526 skipped: follows below) 

Invention 168: PR0381, represented by seq.ID.s 383 and 384, 

invention 173: PR0731, represented by seq.ID.s 393 and 394, 
(PR0322 skipped: follows below) 

Invention 174: PR0536, represented by seq.ID.s 397 and 398, 
(PR0719 skipped: follows below) 

Invention 175: PR0619, represented by seq.ID.s 401 and 402, 

invention 214: PR01475, represented by seq.ID.s 479 and 480, 
(PR01312 skipped: follows below) 

Invention 215: PR01308, represented by seq.ID.s 483 and 484, 

invention 222: PR01358, represented by seq.ID.s 497 and 498, 
(PR01286 skipped: follows below) 

Invention 223: PR01294, represented by seq.ID.s 501 and 502, 
Invention 224: PR01273, represented by seq.ID.s 503 and 504, 
(PR01279 skipped: follows below) 

Invention 225: PR01195, represented by seq.ID.s 507 and 508, 
Invention 226: PR01271, represented by seq.ID.s 509 and 510, 
(PR01338, PR01343 skipped: follows below) 
Invention 227: PR01434, represented by seq.ID.s 513 and 514, 
. * • 

Invention 237: PR01693, represented by seq.ID.s 536 and 537, 
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(PR01868 skipped: follows below) 

Invention 238: PR01890, represented by seq.ID.s 539 and 540» 
• • • 

Invention 240: PR04353, represented by seq.ID.s 543 and 544, 
(PRO1801 skipped: follows below) 

Invention 241: PR04357, represented by seq.ID.s 547 and 548, 
Invention 242: PR04302, represented by seq.ID.s 549 and 550. 

For the sake of conciseness, the first subject matter is 
explicitly defined, the subject matter of inventions 2-241 
are defined by analogy thereto, whereby the numbering of the 
sequences is followed, except for sequences which are 
mentioned in one of claims 21-68; inventions relating 
thereto follow below. 



Invention 243: claims 43-49, 53, 54 completely, 
and claims 1-24, 29-31, 35, 36, 69-71, 
all partially 



PR0H14: nucleic acid with seq.ID.31, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.32 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.32 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also a method of detecting PRO1801 and/or 
PROlOO using their interactions with PR01114, method for 
linking a bioactive molecule to a cell expressing PR01801 
and/or PROlOO through the use of PR01114, and method of 
modulating at least one activity of said cell thereby. 



Invention 244: claims 1-24, 29-31, 35, 36, 53, 54, 
69-71, all partially 



PR04978: nucleic acid with seq.ID.187, encoding a 
polypeptide comprising the amino acid sequence as 
represented in seq.ID.188 or a nucleic acid having at least 
80% homology thereto, vector comprising said nucleic acid, 
host cell comprising said vector, process for producing the 
protein of seq.ID.188 using said host, the isolated protein 
or one having at least 80% homology thereto, a chimeric 
protein of said peptide fused to a heterologous sequence, 
isolated extracellular domain of said protein or said 
protein lacking its signal peptide, and an antibody against 
said polypeptide. Also a method of detecting PRO1801 using 
its interaction with PR04978, method for linking a bioactive 
molecule to a cell expressing PRO1801 through the use of 
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PR04978, and method of modulating at least one activity of 
said cell thereby. 



Invention 245: claims 39-42, 50-52, 55, 
56 completely, and claims 1-20, 69-71, 
all partially 



PRO100: nucleic acid with seq.ID.219, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.220 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.220 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also a method of detecting PRO1801 and/or 
PR01114 using their interactions with PRO100, method for 
linking a bioactive molecule to a cell expressing PRO1801 
and/or PR01114 through the use of PRO1O0, and method of 
modulating at least one activity of said cell thereby. 



Invention 246: claims 1-20, 57, 69-71, 
all partially 



PR0195: nucleic acid with seq.ID.271, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.272 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.272 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR0195 protein. 



Invention 247: claim 66 completely, 

and claims 1-20, 58, 59, 69-71, all partially 



PR0182: nucleic acid with seq. 10.275, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq. ID. 276 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq. ID. 276 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
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said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for modulating the uptake of 
glucose or FFA by skeletal cells, method for stimulating the 
proliferation or differentiation of chondrocytes, and method 
for inhibiting the binding of A-peptide to factor VI lA using 
the PR0182 protein. 



Invention 248: claims 1-20, 67, 69-71, 
all partially 



PR0185: nucleic acid with seq.ID.283, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.284 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.284 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for inhibiting the differentiation 
of adipocytes using the PR0185 protein. 



Invention 249: claims 1-20, 57, 59, 60, 69-71, 
all partially 



PRO202: nucleic acid with seq.ID.287, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.288 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.288 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood, method for stimulating the 
proliferation or differentiation of chondrocytes, and method 
for modulating the uptake of glucose or FFA by adipocytes 
using the PR0202 protein. 



Invention 250: claims 1-20, 57, 69-71, 
all partially 



PR0215: nucleic acid with seq.ID.291, encoding a polypeptide 
comprising the amino acid sequence as represented in 
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seq.ID.292 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.292 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR0215 protein. 



Invention 251: claims 1-20, 60, 69-71, 
all partially 



PR0211: nucleic acid with seq.ID.295, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.296 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.296 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for modulating the uptake of 
glucose or FFA by adipocytes using the PR0211 protein. 



Invention 252: claim 61 completely, 
and claims 1-20, 58, 59, 69-71, all partially 



PR0366: nucleic acid with seq.ID.299, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.300 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.300 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for modulating the uptake of 
glucose or FFA by skeletal cells, method for stimulating the 
proliferation or differentiation of chondrocytes, and method 
for stimulating the proliferation of gene expression in 
pericytes using the PR0366 protein. 



Invention 253: claim 62 completely, 
and claims 1-20, 69-71, all partially 
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PR0216: nucleic acid with seq.ID.301, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.302 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.302 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stilulating the release of 
oroteoglycans from cartilage using the PR0216 protein. 



Invention 254: claims 1-20, 57, 69-71, 
all partially 



PR0221: nucleic acid with seq.ID.303, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.304 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.304 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR0221 protein. 



Invention 255: claims 1-20, 69-71, all partially 

PR0217: nucleic acid with seq.ID.307, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.308 or a nucleic acid having at least 80% hcsnology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.308 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR0217 protein. 



Invention 256: claim 68 completeley, 
and claims 1-20, 69-71, all partially 



PR0222: nucleic acid with seq.ID.309, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.310 or a nucleic acid having at least 80% homology 
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thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.310 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood, and method for stimulating the 
proliferation of endothelial cells using the PR0222 protein. 



Invention 257: claims 1-20, 59, 69-71, 
all partially 



PR0224: nucleic acid with seq.ID.311, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.312 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.312 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood, and method for stimukating the 
proliferation or differentiation of chondrocytes using the 
PR0224 protein. 



Invention 258: claims 1-20, 57-59, 67, 69-71, 
all partially 



PR0198: nucleic acid with seq.ID.315, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.316 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.316 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood, method for modulating the uptake 
of glucose or FFA by skeletal cells, method for stimulating 
the proliferation or differentiation of chondrocytes, and 
method for inhibiting the differentiation of adipocytes 
using the PR0198 protein. 



Invention 259: claims 1-20, 57, 69-71, 
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all partially 



PR0245: nucleic acid with seq.ID.335, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.336 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.336 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR0245 protein. 



Invention 260: claim 63 completely, 
and claims 1-20, 57-59 69-71, all partially 



PR0172: nucleic acid with seq.ID.345, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.346 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.346 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood, method for modulating the uptake 
of glucose or FFA by skeletal cells, method for stimulating 
the proliferation or differentiation of chondrocytes, and 
method for stimulating the proliferation of inner ear 
utricular supporting cells using the PR0172 protein. 



Invention 251: claims 1-20, 57, 69-71, 
all partially 



PR0265: nucleic acid with seq.ID.349, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.350 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.350 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR0265 protein. 
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Invention 262: claims 1-20, 57. 69-71, 
all partially 



PR0266: nucleic acid with seq.ID,353, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.354 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.354 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR0266 protein. 



Invention 263: claim 64 completely, 
and claims 1-20, 57, 60, 69-71, all partially 



PR0344: nucleic acid with seq.ID.361, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.362 or a nucleic acid having at least 80% hcxnology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.362 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood, method for modulating the uptake 
of glucose or FFA by adipocytes, and method for stimulating 
the proliferation of T-lymphocytes using the PR0344 protein. 



Invention 264: claims 1-20, 59, 69-71, 
all partially 



PRO301: nucleic acid with seq.ID.365, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.366 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.366 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the proliferation 
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or differentiation of chondrocytes using the PR0301 protein. 



Invention 265: claims 1-20. 57, 69-71. 
all partially 



PR0337: nucleic acid with seq.ID.375. encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.376 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.376 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR0337 protein. 



Invention 266: claims 1-20, 65, 69-71, 
all partially 



PR0526: nucleic acid with seq.ID.381, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq. 10*382 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.382 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of a 
cytokine from PBMC cells using the PR0526 protein. 



Invention 267: claims 1-20, 57, 69-71, 
all partially 



PR0322: nucleic acid with seq.ID.395, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.396 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.396 using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR0322 protein. 
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Invention 268: claims 1-20, 58, 69-71. 
all partially 



PR0719: nucleic acid with seq.ID.399, encoding a polypeptide 
comprising the amino acid sequence as represented in 
seq.ID.400 or a nucleic acid having at least 80% homology 
thereto, vector comprising said nucleic acid, host cell 
comprising said vector, process for producing the protein of 
seq.ID.40O using said host, the isolated protein or one 
having at least 80% homology thereto, a chimeric protein of 
said peptide fused to a heterologous sequence, isolated 
extracellular domain of said protein or said protein lacking 
its signal peptide, and an antibody against said 
polypeptide. Also method for modulating the uptake of 
glucose or FFA by skeletal cells using the PR0719 protein. 



Invention 269: claims 1-20, 59, 69-71. 
all partially 



PR01312: nucleic acid with seq.ID.481, encoding a 
polypeptide comprising the amino acid sequence as 
represented in seq.ID.482 or a nucleic acid having at least 
80% homology thereto, vector comprising said nucleic acid, 
host cell comprising said vector, process for producing the 
protein of seq.ID.482 using said host, the isolated protein 
or one having at least 80% homology thereto, a chimeric 
protein of said peptide fused to a heterologous sequence, 
isolated extracellular domain of said protein or said 
protein lacking its signal peptide, and an antibody against 
said polypeptide. Also method for stimulating the 
proliferation or differentiation of chondrocytes using the 
PR01312 protein. 



. Invention 270: claims 1-20, 57, 69-71, 
all partially 



PR01286: nucleic acid with seq.ID.499, encoding a 
polypeptide comprising the amino acid sequence as 
represented in seq.ID.501 or a nucleic acid having at least 
80% homology thereto, vector comprising said nucleic acid, 
host cell comprising said vector, process for producing the 
protein of seq.ID.501 using said host, the isolated protein 
or one having at least 80% homology thereto, a chimeric 
protein of said peptide fused to a heterologous sequence, 
isolated extracellular domain of said protein or said 
protein lacking its signal peptide, and an antibody against 
said polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR01286 protein. 
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Invention 271: claims 1-20. 57, 69-71, 
all partially 



PR01279: nucleic acid with seq.ID.505, encoding a 
polypeptide comprising the amino acid sequence as 
represented in seq.ID.506 or a nucleic acid having at least 
80% homology thereto, vector comprising said nucleic acid, 
host cell comprising said vector, process for producing the 
protein of seq.ID.506 using said host, the isolated protein 
or one having at least 80% homology thereto, a chimeric 
protein of said peptide fused to a heterologous sequence, 
isolated extracellular domain of said protein or said 
protein lacking its signal peptide, and an antibody against 
said polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood using the PR01279 protein. 



Invention 272: claims 1-20, 57, 60, 69-71. 
all partially 



PR01338: nucleic acid with seq.ID.511, encoding a 
polypeptide comprising the amino acid sequence as 
represented in seq.ID.512 or a nucleic acid having at least 
80% homology thereto, vector comprising said nucleic acid, 
host cell comprising said vector, process for producing the 
protein of seq.ID.512 using said host, the isolated protein 
or one having at least 80% homology thereto, a chimeric 
protein of said peptide fused to a heterologous sequence, 
isolated extracellular domain of said protein or said 
protein lacking its signal peptide, and an antibody against 
said polypeptide. Also method for stimulating the release of 
TNF-alpha from human blood, and method for modulating the 
uptake of glucose or FFA by adipocytes using the PR01338 
protein. 



Invention 273: claims 1-20, 57, 65, 69-71, 
all partially 



PR01343: nucleic acid with seq.ID.513, encoding a 
polypeptide comprising the amino acid sequence as 
represented in seq.ID.514 or a nucleic acid having at least 
80% homology thereto, vector comprising said nucleic acid, 
host cell comprising said vector, process for producing the 
protein of seq.ID.514 using said host, the isolated protein 
or one having at least 80% homology thereto, a chimeric 
protein of said peptide fused to a heterologous sequence, 
isolated extracellular domain of said protein or said 
protein lacking its signal peptide, and an antibody against 
said polypeptide. Also method for stimulating the release of 
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TNF-alpha from human blood, and method for stimulating the 
release of a cytokine from PBMC cells using the PR01343 
protein. 

Invention 274: claims 1-2Q. 59. 69-71, 
all partially 

PR01868: nucleic acid with seq.ID.537, encoding a 
polypeptide comprising the amino acid sequence as 
represented in seq.ID.538 or a nucleic acid having at least 
80% homology thereto, vector comprising said nucleic acid, 
host cell comprising said vector, process for producing the 
protein of seq.ID.538 using said host, the isolated protein 
or one having at least 80% homology thereto, a chimeric 
protein of said peptide fused to a heterologous sequence, 
isolated extracellular domain of said protein or said 
protein lacking its signal peptide, and an antibody against 
said polypeptide. Also method for stimulating the 
proliferation or differentiation of chondrocytes using the 
PR01868 protein. 

Invention 275: claims 25-28, 32-34, 37, 
38 completely, and claims 1-20, 69-71, 
all partially 

PRO1801: nucleic acid with seq.ID.545, encoding a 
polypeptide comprising the amino acid sequence as 
represented in seq.ID.546 or a nucleic acid having at least 
80% homology thereto, vector comprising said nucleic acid, 
host cell comprising said vector, process for producing the 
protein of seq.ID.546 using said host, the isolated protein 
or one having at least 80% homology thereto, a chimeric 
protein of said peptide fused to a heterologous sequence, 
isolated extracellular domain of said protein or said 
protein lacking its signal peptide, and an antibody against 
said polypeptide. Also a method of detecting PR01114 and/or 
PR04978 using its interaction with PRO1801, method for 
linking a bioactive molecule to a cell expressing PR04978 
and/or PR01114 through the use of PRO1801, and method of 
modulating at least one activity of said cell thereby. 
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